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Abstract 
Objective  The potential of magnetization transfer imaging (MTI) and diffusion tensor imaging (DTI) for the detection and 
evolution of new multiple sclerosis (MS) lesions was analyzed.
Methods  Nineteen patients with MS obtained conventional MRI, MTI, and DTI examinations bimonthly for 12 months 
and again after 24 months at 1.5 T MRI. MTI was acquired with balanced steady-state free precession (bSSFP) in 10 min  
(1.3 mm3 isotropic resolution) yielding both magnetization transfer ratio (MTR) and quantitative magnetization transfer 
(qMT) parameters (pool size ratio (F), exchange rate (kf), and relaxation times (T1/T2)). DTI provided fractional anisotropy 
(FA), mean diffusivity (MD), axial diffusivity (AD), and radial diffusivity (RD).
Results  At the time of their appearance on MRI, the 21 newly detected MS lesions showed significantly reduced MTR/F/
kf and prolonged T1/T2 parameters, as well as significantly reduced FA and increased AD/MD/RD. Significant differences 
were already observed for MTR 4 months and for qMT parameters 2 months prior to lesions’ detection on MRI. DTI did not 
show any significant pre-lesional differences. Slightly reversed trends were observed for most lesions up to 8 months after 
their detection for qMT and less pronounced for MTR and three diffusion parameters, while appearing unchanged on MRI.
Conclusions  MTI provides more information than DTI in MS lesions and detects tissue changes 2 to 4 months prior to their 
appearance on MRI. After lesions’ detection, qMT parameter changes promise to be more sensitive than MTR for the lesions’ 
evolutional assessment. Overall, bSSFP-based MTI adumbrates to be more sensitive than MRI and DTI for the early detec-
tion and follow-up assessment of MS lesions.
Clinical relevance statement  When additionally acquired in routine MRI, fast bSSFP-based MTI can complement the MRI/
DTI longitudinal lesion assessment by detecting MS lesions 2–4 months earlier than with MRI, which could implicate earlier 
clinical decisions and better follow-up/treatment assessment in MS patients.
Key Points 
• Magnetization transfer imaging provides more information than DTI in multiple sclerosis lesions and can detect tissue  
   changes 2 to 4 months prior to their appearance on MRI.
• After lesions’ detection, quantitative magnetization transfer changes are more pronounced than magnetization transfer  
   ratio changes and therefore promise to be more sensitive for the lesions’ evolutional assessment.
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• Balanced steady-state free precession–based magnetization transfer imaging is more sensitive than MRI and DTI for the  
   early detection and follow-up assessment of multiple sclerosis lesions.

Keywords  Multiple sclerosis · Balanced steady-state free precession · Quantitative magnetization transfer · Magnetization 
transfer ratio · Diffusion tensor imaging

ratio (MTR) assessment [9–11], a semi-quantitative parameter 
depending on various sequence parameters and comprising 
mixed information from various quantitative MT (qMT) param-
eters. Information from qMT imaging, including the relative 
amount of the restricted protons (F), exchange rate between the 
free and restricted proton pools (kf), and longitudinal and trans-
verse relaxation times of the free pool (T1, T2), requires a com-
plex data analysis and longer acquisition time (TA) [6–8, 12, 13].

Diffusion imaging assesses movement of water molecules 
[4]. DTI provides more information due to a high number 
of diffusion-weighted images. DTI parameters include the 
fractional anisotropy (FA), mean diffusivity (MD), axial dif-
fusivity (AD), and radial diffusivity (RD) [4].

Previous studies assessing new MS lesions with MTI/DTI 
show inconsistent results. The normal-appearing white mat-
ter (NAWM) and dirty white matter (DWM) in MS patients 
differ from normal white matter (NWM) in healthy subjects 
[10–14]. Magnetization transfer (MT) parameters have been 
claimed to be more altered in the pre-lesional NAWM than 
in the NAWM in which no lesions will develop [10, 11, 15], 
and MS lesions seem not to be associated with the DWM in 
which no lesions seem to arise [12, 13].

This study investigates the efficacy of DTI and high-resolu-
tion balanced steady-state free precession (bSSFP)–based MTI 
assessing both MTR and qMT parameters longitudinally, with 
emphasis on the appearance and evolution of new MS lesions.

Contrary to most previous publications, the presented 
MT-bSSFP technique, in combination with its inherently 
higher MT sensitivity and higher signal-to-noise ratio 
(SNR), enables assessment of both MTR and qMTI param-
eters in an TA of less than 10 min [16, 17].

Materials and methods

Patients

Twenty-two MS patients (age range 21–54 years) under dis-
ease-modifying therapy (MDT; Table 1), with (sub-)clinically 
active relapsing–remitting MS (RRMS) or secondary progres-
sive MS (SPMS) with ongoing relapses, independently of the 
respective EDSS scores, were recruited. Clinical activity was 
defined as “at least two relapses in the last two years (with at 
least one relapse in the previous twelve months) or one relapse 
of cerebral origin as indicated by an MRI performed immedi-
ately before the first/baseline-MRI.” Subclinical activity was 

Abbreviations
AD	� Axial diffusivity
bSSFP	� Balanced steady-state free precession
CE	� Contrast-enhancing
CI	� Confidence interval
cMRI	� Conventional MRI
DMT	� Disease-modifying therapy
DTI	� Diffusion tensor imaging
DWI	� Diffusion-weighted imaging
DWM	� Dirty white matter
EDSS	� Expanded disability status scale
F	� Pool size ratio
FA	� Fractional anisotropy
FLAIR	� Fluid-attenuated inversion recovery
IQR	� Interquartile range
kf	� Exchange rate
MD	� Mean diffusivity
MPRAGE	� Magnetization-prepared rapid gradient-echo
MS	� Multiple sclerosis
MT	� Magnetization transfer
MTI	� Magnetization transfer imaging
MTR	� Magnetization transfer ratio
NAWM	� Normal-appearing white matter
NWM	� Normal white matter
PDw	� Proton density–weighted
QMT	� Quantitative magnetization transfer
RD	� Radial diffusivity
RF	� Radiofrequency
RRMS	� Relapsing-remitting MS
SD	� Standard deviation
SPMS	� Secondary progressive MS
T1/T2	� Relaxation parameters
TA	� Acquisition time

Introduction

Advanced MRI [1, 2], e.g., diffusion-weighted imaging 
(DWI) [3], diffusion tensor imaging (DTI) [1, 4, 5], and 
magnetization transfer imaging (MTI) [6–8], are comple-
mentary to conventional MRI (cMRI) [1, 2] for tissue char-
acterization in multiple sclerosis (MS).

Information about protons bound to macromolecules, “invis-
ible” on cMRI, is obtained via magnetization exchange between 
“bound” and “free” protons. The simplest method to yield evi-
dence from the bound protons is by magnetization transfer 
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defined as “evidence of at least one new or markedly enlarg-
ing T2w lesion or at least one contrast-enhancing (CE) lesion 
within one year before the first/baseline-MRI.”

Considering three patient dropouts, 19 patients (five 
males, 14 females, mean age 39.2 years, SD 9.9 years) com-
pleted the study.

The study protocol was reviewed and approved by the 
Institutional Review Board. Written consent was obtained 
from all patients.

Magnetic resonance imaging

Patients received eight MRI examinations during the study. 
For 1 year, they were scanned every 2 months with seven 
MRI scans (months 0 (baseline), 2, 4, 6, 8, 10, and 12). 
After a following 1-year break, a last MRI was performed 
24 months after baseline MRI (month 24).

MRI examinations were performed at 1.5 T (Avanto, 
Siemens) with cMRI, MTI, and DTI. Conventional MRI 
included (1) transversal proton density-weighted (PDw)/
T2-weighted (T2w) imaging: TR 5300 ms, TE 24/96 ms, 
voxel size 1.1 × 0.9 × 3.0 mm; (2) 3D-fluid attenuated inver-
sion recovery (FLAIR) imaging: TR/TE 6000/352  ms, 
voxel size 1.0 × 1.0 × 1.0 mm3; (3) sagittal T2w imaging: 
TR/TE 3400/331 ms, voxel size 1.0 × 1.0 × 1.0 mm3; and 
(4) 3D-T1w (T1-weighted) magnetization-prepared rapid 

gradient-echo (MPRAGE) imaging ± contrast: TR/TE 
2700/5.03 ms, voxel size 1.0 × 1.0 × 1.0 mm3.

MTI (MTR/qMT) comprised a B1 map with a flip angle of 
30°, two radiofrequency (RF) spoiled gradient-echo (SPGR) 
sequences with variable flip angles (3°/17°) for T1 deter-
mination, two bSSFP sequences with variable flip angles 
(15°/35°) for T2 determination, five bSSFP scans with variable 
RF pulse durations (0.12–1.5 ms) at a flip angle of 35° (TR 
2.55–3.93 ms), and five bSSFP scans with variable flip angles 
(5°–35°) and constant RF pulse duration (0.12 ms). MT-bSSFP 
imaging was acquired within 10 min (144 slices, in-plane reso-
lution 192, voxel size of 1.3 × 1.3 × 1.3 mm3).

For DTI, 30 non-collinear diffusion-weighting gradients 
were used (b = 900 s/mm2, 10 b = 0 acquisitions, 2 averages, 
55 slices, in-plane resolution 128, voxel size 2 × 2 × 2 mm3, 
TE/TR 95/8900 ms, TA 10.5 min).

Within the first study year, there was a total of six missed 
MRIs by four patients and in six patients the DTI examina-
tion was not performed at one timepoint.

Data processing

Softwares FSL [18] and AFNI [19] were used for brain 
extraction and registration of all images (cMRI/MTI/DTI 
and lesions’ masks) to one bSSFP image of the first MR 
examination. Effective flip angles were calculated on a 

Table 1   Overview of the disease duration and the course of the disease-modifying therapy (DMT) of each individual patient. Please note that 
patient 22 was not under DMT neither at the timepoint of inclusion nor at the end of the study, however for some time during the study

Pt Sex Disease duration  
(years)

DMT at baseline DMT change  
during the study

DMT at the end  
of the study

3 M 17 Interferon-beta-1a i.m Yes Fingolimod
4 M 8 Natalizumab Yes Fingolimod
5 F 16 Interferon-beta-1b s.c No Interferon-beta-1b s.c
6 F 10 Fingolimod No Fingolimod
7 F 9 Fingolimod No Fingolimod
8 M 19 Rituximab No Rituximab
9 F 25 Fingolimod No Fingolimod
10 M 4 Fingolimod No Fingolimod
11 F 5 Glatiramer acetate No Glatiramer acetate
12 F 21 Interferon-beta-1a i.m Yes Natalizumab
13 F 10 Glatiramer acetate No Glatiramer acetate
14 F 29 Glatiramer acetate No Glatiramer acetate
15 F 1 Natalizumab Yes Fingolimod
16 F 22 Fingolimod Yes Rituximab
17 F 6 Natalizumab No Natalizumab
18 F 8 Fingolimod No Fingolimod
19 M 5 Fingolimod No Fingolimod
20 F 3 Interferon-beta-1b s.c. Yes Dymethyl fumarate
22 F 7 None Yes, dimethyl fumarate and  

teriflunomide during the study
None
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pixel-by-pixel base after B1 image registration. T1/T2 
relaxation times of the free proton pool were calculated 
with DESPOT1/DESPOT2 [20, 21]. The two-pool model 
parameters F and kf were estimated from a pixel-wise non-
linear least-squares fit to the bSSFP images [13]. MTR 
maps were calculated from an MT-weighted and a non-
MT-weighted bSSFP scan [9].

3D parameter maps for T1/T2/F/kf and MTR were 
extracted for each examination timepoint.

Diffusion-weighted images were motion-corrected, the 
diffusion tensor was fitted using FSL [18], and acquired 
DWI maps (FA/MD/AD/RD) were aligned to one bSSFP 
image of the first MR examination.

For lesions’ detection, PDw/T2w and 3D-FLAIR 
sequences were revised. For initial co-registration, all 
newly detected MS lesions were manually drawn as masks 
on PDw images with the software tool ITK-SNAP [22] 
by a resident in neurology and verified/corrected by an 
experienced consultant neuroradiologist. For every new 
lesion, a corresponding reference mask of approximately 
the same size was drawn in the contralateral NAWM. All 
new lesion masks were drawn slightly smaller than the 
visible lesions’ size to avoid partial volume contamination 
from adjacent tissue and guarantee a safe lesion margin. 
Very small lesions and lesions not clearly separable from 
preexisting lesions were not considered.

The new lesions and corresponding contralateral/reference 
NAWM masks were drawn at the timepoint where the lesions 
appeared smallest and superimposed onto the individual MT/

DTI parameter maps (Figs. 1 and 2) of all previous and fol-
lowing MRI scans. Lesions’ registration was performed and 
confirmed by an experienced MR physicist. In cases of inac-
curacy, the latter was repeated and manually corrected.

The median across all lesional and corresponding NAWM 
voxel values was calculated for all maps (MTR, 4 qMT 
parameters, 4 DTI parameters). The relative intensity dif-
ference to the NAWM was calculated for every new lesion 
at each timepoint for each parameter. The mean and standard 
error of the relative intensity difference to the NAWM were 
plotted for each timepoint across all lesions. Paired-sample 
t-tests with Bonferroni correction served for comparison 
between pre-lesional and contralateral NAWM tissue at the 
timepoints before lesions’ detection on cMRI.

Results

EDSS

The mean disease duration (time between first symptoms and 
first MRI within the study) of all 19 patients was 11.7 years, 
SD = 8.2 years (range 2 months–29 years).

The patients’ median expanded disability status scale 
(EDSS) score remained quite stable during the first study 
year with 2.5 at the 1st MRI (month 0, IQR 2.0) and 7th 
MRI (month 12, IQR 1.5). There was a slight increase of 
the EDSS score at the end of the study (month 24, 8th MRI) 
with 3.0 (IQR 1.9).

Fig. 1   MT parameter maps. An exemplary MS lesion was manually segmented on a PD-weighted image, marked by an arrow. The lesion mask 
was superimposed onto the individual MT parameter maps to derive median values for each lesion at every timepoint
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EDSS scores were obtained on the same day of the 
respective MRI examination except for one patient at month 
10 and for five patients at month 24 with EDSS scores 
assessed some days/weeks prior/later.

New lesions

The total number of MS lesions markedly exceeded the 
amount of 500 at the baseline MRI (a precise lesion number 
cannot be provided as some patients showed partially largely 
confluent lesions).

Seven out of 19 patients developed a total of 21 new 
lesions (one to nine lesions per patient, all female, age 
range 25–54 years) (mean 37.7 years, SD = 10.8 years) with 
a mean disease duration of 8.6 years (SD = 3.7 years, range 
2 months–16 years) and a median EDSS of 2 (IQR = 0.5, 
range 1–3.5) at the beginning, of 2.25 (IQR = 0.9, range 
1–3.5) at month 12, and of 2 (IQR = 1.0, range 1.5–3.5) at 
month 24 of the study, respectively.

Three of the 21 new lesions showed CE properties when 
detected. Figure 3A shows the timepoints of brain tissue 
observations in the ROIs of the newly appearing lesions as 
analyzed with qMT. They were centered up at the timepoint 

of their appearance. The corresponding histogram in Fig. 3B 
depicts the maximum number of brain tissue observations in 
the ROI of the newly appearing lesions analyzed with qMT 
at each timepoint relative to the timepoint of their appear-
ance. The lesion volumes as segmented with qMT ranged 
from 12 to 201 mm3 (mean 71 ± 60 mm3).

DTI was analyzed in the same 21 new lesions. Corre-
spondingly, Fig. 4A illustrates the timepoints of brain tissue 
observations in the ROIs of the newly appearing lesions as 
analyzed with DTI. They were centered up at the timepoint 
of their appearance. The corresponding histogram in Fig. 4B 
reflects the maximum number of brain tissue observations in 
the ROI of the newly appearing lesions analyzed with DTI at 
each timepoint relative to the timepoint of their appearance. 
The lesion volumes as segmented with DTI ranged from 21 
to 262 mm3 (mean 100 ± 72 mm3).

MTI and DTI before the lesions’ detection 
on conventional MRI

Ten to 4 months prior to lesions’ detection, the values for 
the differences (mean and 95% CI) for MT parameters rela-
tive to contralateral NAWM (representing 0%) are shown in 

Fig. 2   DTI maps. Exemplary DTI maps of the same slice as shown in Fig. 1. The lesion mask, marked by an arrow, was superimposed onto the 
FA, MD, AD, and RD maps to calculate median values for each lesion at every timepoint
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Table 2 with reduced F/kf/MTR and increased T1/T2 val-
ues of lesions compared to contralateral WM. The MTR 
decrease of − 2.3% was already significant 4 months before 
lesions’ detection (p < 0.05), (Fig. 5; Tables 2 and 3).

Two months before lesions’ detection, the relative intensity 
differences of the “pre-lesional” tissue were more pronounced 
with significances (p < 0.002) for all MT values with F/kf/

MTR showing reduced and T1/T2 showing increased values 
compared to contralateral NAWM (Fig. 5; Tables 2 and 3).

Ten to 2 months before lesions’ detection, DTI param-
eters did not show any significant changes (p > 0.05) in the 
“pre-lesional” tissue compared to contralateral NAWM, with 
a decreased FA value and increased MD/AD/RD values 
(Fig. 6; Tables 4 and 5).

Fig. 4   New MS lesions analyzed with DTI. Shown are the timepoints 
of brain tissue observations in the ROI of the 21 newly appearing 
lesions detected in 19 MS patients. The observations analyzed with 
DTI are numbered consecutively (1 to 21) and displayed as red bars. 
The interruptions of the bars represent missed MR examinations. The 
lesions were temporally centered on their appearance (month 0) (A). 
Because of the centering on month 0 and the fact that DTI was not 
always performed, less than 21 tissue observations are present at 
the other individual timepoints (A). Summing over the red bars in (A) 
results in the histogram of the number of brain tissue observations in 
the ROI of newly appearing lesions analyzed with DTI at each time-
point relative to the timepoint of their appearance (B)

Fig. 3   New MS lesions analyzed with MTI. Shown are the timepoints 
of brain tissue observations in the ROIs of the 21 newly appearing 
lesions detected in 19 MS patients. The observations analyzed with MTI 
(qMT and MTR) are numbered consecutively (1 to 21) and displayed as 
red bars. The interruptions of the bars represent missed MR examina-
tions. The lesions are numbered from 1 to 21 and temporally centered 
on their appearance (month 0), so that 21 measured lesions are present 
at month 0. Because of the centering on month 0, less than 21 tissue 
observations are present at the other timepoints (A). Summing over the 
red bars in (A) results in the histogram of the number of brain tissue 
observations in the ROI of newly appearing lesions analyzed with qMT 
at each timepoint relative to the timepoint of their appearance (B)
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MTI and DTI at the time of the lesions’ detection 
on conventional MRI

At the timepoint of the lesions’ detection, average differ-
ences of all individual MT parameters and also of all DTI 
parameters (mean and 95% CI) between lesions and con-
tralateral NAWM were highly significant (p < 0.05) with 
relative differences for MT parameters as given in Table 2 
and Fig.  5. As expected, F/kf/MTR values were mark-
edly reduced and T1/T2 values were markedly increased. 
For DTI parameters, MS lesions showed significantly 
reduced FA and significantly increased MD/AD/RD values 
(p < 0.05) (Fig. 6; Table 4).

MTI and DTI after the lesions’ appearance 
on conventional MRI

Two to 8 months after lesions’ detection, MTI parameters of 
MS lesions showed a tendency to normalization compared to 
contralateral NAWM-ROIs as shown in Table 2. Ten months 
after lesions’ detection, MTI parameters showed a slightly 
reversed tendency with quite stable parameters at 24 months 
(Fig. 5).

For DTI, a slight normalization tendency up to 8 months 
after lesions’ detection was observed for FA/RD/MD 
whereas AD stayed largely unchanged (Table  4). The 
assessed DTI parameters became slightly worse for MD/RD/
AD 10 months and for all four DTI parameters 24 months 
after lesions’ appearance. No MTI/DTI parameter reached its 
respective value prior to lesions’ detection (Fig. 6).

Discussion

Various methods, including MTR, normalized T2 inten-
sity, DWI, and MR spectroscopy, have shown differences 
between the pre-lesional NAWM and the non-pre-lesional 
NAWM in MS patients [15, 23–25].

Studies on MTI changes in MS lesions prior to their identi-
fication on cMRI report no relevant changes [9, 26] to statisti-
cally significant changes ranging from 3 months to 2 years 
before their appearance [10, 11, 27]. Fazekas et al observed 
a significant reduction in MTR/kf 4 months and a significant 
increase in T1 3 months, and Goodkin et al described MTR/
T2 changes several months before lesions’ detection [27, 28].

In our study, all four qMT parameters were significantly 
altered in the pre-lesional NAWM 2  months and MTR 
4 months before lesions’ detection.

These inconsistencies may be attributed to technical 
differences [29]. Previous studies mainly relied on MTR 
assessment only or on qMT-based gradient-echo sequences 
with rather low resolution, low SNR, and long TA [9–11, 
27]. This study is the first one tracking the evolution of 
MS lesions with MTR and four qMT parameters retro- and 
prospectively using fast 3D-bSSFP.

Our study was quite consistent with two previous stud-
ies describing an MTR reduction 3 to 4 months before 
lesions’ appearance [10, 28] and with two qMT studies 
using lower resolution [27, 28].

Only three new lesions showed CE properties when 
detected, i.e., most new lesions had already lost their CE 
properties during the preceding 2-month imaging interval.

Table 2   MTI parameters before, at the timepoint, and after lesions’ detection on conventional MRI

Shown are the differences or ranges of differences (mean and 95% CI) for the single MTI parameters (MTR and qMT) relative to the contralat-
eral NAWM (representing 0%). Significances are marked with a star

10–4 months prior to lesions’ 
detection

2 months before lesions’  
detection

Timepoint of lesions’  
detection

2–8 months after lesions’  
detection

F  − 1.2% (CI: − 3.7%, 
1.4%) and − 12.3% 
(CI: − 20.0%, − 4.6%)

 − 14.7% (CI: − 19.5%, − 9.9%)
(p < 0.002) *

 − 70.2% (CI: − 74.9%, − 65.5%)
(p < 0.05)*

 − 55.9% (CI: − 64.1%, − 47.8%)

kf  − 3.7% (CI: − 16.5%, 
9.1%) and − 12.7% 
(CI: − 18.2%, − 7.2%)

 − 15.3% (CI: − 20.6%, − 10.0%)
(p < 0.002) *

 − 73.1% (CI: − 77.3%, − 68.8%)
(p < 0.05)*

 − 59.1% (CI: − 64.8%, − 53.3%)

T1  + 1.9% (CI: − 6.1%, 9.8%) 
and + 6.7 (CI: 1.7%, 11.7%)

 + 10.3% (CI: 6.2%, 14.4%)
(p < 0.002) *

 + 74.5% (CI: 53.7%, 95.3%) 
(p < 0.05)*

 + 42.9% (CI: 30.1%, 55.7%)

T2  − 1.1% (CI: − 6.3%, 4.0%) 
and + 6.6% (CI: 1.3%, 11.9%)

 + 9.9% (CI: 5.9%, 13.9%)
(p < 0.002) *

 + 122.5% (CI: 74.9%, 170.1%)
(p < 0.05)*

 + 60% (CI: 41.6%, 78.3%)

MTR  + 0.1% (CI: − 2.8%, 
2.9%) and − 3.0% 
(CI: − 4.3%, − 1.6%), sig-
nificant 4 months prior to 
lesions detection with − 2.3% 
(CI: − 3.4%, − 1.2%)

(p < 0.05)*

 − 3.0% (CI: − 4.2%, − 1.9%)
(p < 0.002) *

 − 27.7% (CI: − 31.4%, − 24.0%)
(p < 0.05)*

 − 19.1% (CI: − 22.9%, − 15.4%)
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Greatest  MTR/qMT changes were observed at the 
timepoint of the lesions’ detection [6, 11, 17, 30]. The 
T1 increase has been attributed to edema and reported 

to attenuate MTR changes [30]. Ropele et al [12], how-
ever, found similar MTR values in edematous and T1w 
isointense tissue, and Levesque et al [6] reported that in 

Fig. 5   Temporal evolution of new MS lesions assessed by MTI param-
eters (F, kf, MTR, and relaxation times T1 and T2). The mean value and 
95% confidence interval for the ROI of newly appearing lesions of 19 

MS patients are shown. The last follow-up was 24 months after the first 
acquisition and has a temporal distribution resulting from the centering 
on lesion appearance

Table 3   t-tests comparing 
MTI parameters (qMT and 
MTR) of pre-lesional tissue 
and contralateral tissue across 
patients at each individual 
timepoint before lesions’ 
appearance

The significance level for the whole test is α = 0.05. The Bonferroni-corrected significance level for each of 
the 25 hypotheses is α* = 0.002 and significant p-values are marked with a star

Rel. time Number of MTI brain 
tissue observations

F kf T1 T2 MTR

[months] No. p-value p-value p-value p-value p-value
 − 10 4 0.435 0.567 0.073 0.022 0.986
 − 8 6 0.763 0.105 0.652 0.712 0.065
 − 6 9 0.013 0.003 0.029 0.037 0.003
 − 4 14 0.04 0.022 0.101 0.176 0.001*
 − 2 19 2.33E − 05* 4.06E − 05* 6.80E − 05* 5.40E − 05* 7.03E − 05*
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chronic black holes the T1 increase correlated stronger 
with a decline in F than with edema, altogether illustrating 
the textural complexity of MS lesions [31, 32].

From 2 to 8 months after lesions’ detection, a recov-
ery tendency could be observed for all MT parameters, 
more pronounced for qMT, and by + 12 months, the MT 
parameter values were still distant from their pre-lesional 
baseline.

A partial MTR recovery has also been observed in new 
and repeat lesions [33], and Levesque et al observed a 
partial recovery for qMT parameters but not for myelin 
water estimates in CE lesions [6]. In MS patients, qMT 
revealed a better correlation of NAWM, gray matter 
(GM), and MS lesions with clinical scores than MTR 
[34]. These observations, together with findings from 
previous studies using bSSFP-based MTI [17, 35], sug-
gest the superiority of qMT over MTR, not excluding an 
ongoing recovery from previous inflammation years after 
lesions’ detection [6].

The interpretation of reduced MT in WM demy-
elination has been shown in animal models [36–38] 

demonstrating an increased distance between axons due 
to a dilution of the axonal and myelin concentration. In 
unfixed brain slices of MS patients, the MT pool size 
fractions strongly correlated with myelin staining and 
axonal concentration [37]. The implied high MTI sen-
sitivity for myelin might explain the earlier detection of 
structural changes with MTI compared to cMRI. More 
qMT studies are required for a better translation of these 
cellular processes into the level of MRI [38].

Multiple studies with DWI/DTI [1–4] in MS largely agree 
on the DWI/DTI parameter changes [39, 40].

Studies assessing MS lesions before their detection are 
also scarce for DWI/DTI showing inconsistencies [4, 5], pos-
sibly due to methodical differences.

An FA reduction and MD/AD/RD increase were 
observed prior to lesions’ detection, without signifi-
cance. In consensus with previous studies, significant 
DTI parameter changes were observed at the timepoint 
of lesions’ identification, and a slightly recidivous ten-
dency was observed for three parameters 10 months and 
for all four assessed parameters 24 months after lesions’ 
detection. The partially expected divergent results 
between MTI and DTI can be explained by the inher-
ently different techniques themselves and the complex 

Fig. 6   Temporal evolution of new MS lesions assessed by 
DTI parameters (FA, MD, AD, and RD). The mean value and 95% 
confidence interval for the newly appearing lesions of 19 MS patients 
are shown. The last follow-up was 24 months after the first acquisi-
tion and has a temporal distribution resulting from the centering on 
lesion appearance

Table 4   DTI parameters before, at the timepoint, and after lesions’ detection on conventional MRI

Shown are the differences (mean and 95% CI) for the single DTI parameters relative to the contralateral NAWM (representing 0%). Significances 
are marked with a star

10–2 months prior to lesions’ detection Timepoint of lesions’ detection 2–8 months after lesions’ detection

FA  − 9.3% (CI: − 22.8%, 4.1%)  − 38.5% (CI: − 45.3%, − 31.8%)
(p < 0.05)*

 − 27.7% (CI: − 34.7%, − 20.6%)

MD 6.8% (CI: 0.0%, 13.7%)  + 37.5% (CI: 28.8%, 46.1%)
(p < 0.05)*

 + 29.6% (CI: 24.0%, 35.3%)

AD 3.6% (CI: − 1.4%, 8.7%) 18.4% (CI: 10.7%, 26.1%)
(p < 0.05)*

 + 17.8% (CI: 10.6%, 24.9%)

RD 10.6% (CI: 1.7%, 19.5%)  + 60.6% (CI: 47.6%, 73.5%)
(p < 0.05)*

 + 45.6% (CI: 39.0%, 52.1%),

Table 5   t-tests comparing DTI parameters of pre-lesional tissue and 
contralateral tissue across patients at each individual timepoint before 
lesions’ appearance

The significance level for the whole test is α = 0.05. The Bonfer-
roni-corrected significance level for each of the 16 hypotheses is 
α* = 0.003 and significant p-values are marked with a star

Rel. time Number of DTI brain 
tissue observations

FA MD AD RD

[months] No. p-value p-value p-value p-value
 − 8 6 0.566 0.279 0.434 0.638
 − 6 9 0.573 0.326 0.206 0.904
 − 4 11 0.508 0.070 0.081 0.176
 − 2 13 0.156 0.318 0.393 0.300
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pathophysiological process behind MS lesions. Nonethe-
less, standard DTI may be less sensitive for structural 
changes in MS lesions compared to MTI.

More advanced techniques derived on diffusion, e.g., 
assessment of the full tensor itself, myelin water fraction, 
and myelin water imaging, or T★2 and quantitative suscep-
tibility mapping are promising for providing pathophysi-
ological information from MS lesions [6, 7, 32, 41–45]. 
With diffusion basis spectrum imaging consistent results 
with histological findings regarding the differentiation and 
quantification of inflammation, demyelination and axonal 
injury/loss in MS have been shown [46]. However, the few 
publications available on these techniques hamper firm con-
clusions on which technique might be the most promising 
one in the clinical setting [32].

One explanation for the MTI/DTI inconsistencies in MS 
between studies might be, apart from differences in imag-
ing parameters and techniques, the a priori altered NAWM 
hampering a veritable differentiation of pre-lesional NAWM 
from non-pre-lesional NAWM and/or DWM [6, 10–13, 32]. 
The NAWM/DWM probably differs between patients, e.g., 
depending on the stage of the disease. Our study shows a 
rather large disease duration, probably partially affecting the 
results. However, the aim of this study was not to investigate 
the NAWM/DWM per se. Being aware that the NAWM in 
MS patients is not “normal,” it nevertheless served as a ref-
erence as the aim of this study was to longitudinally assess 
new MS lesions based on a standardized reference.

Further limitations include the slightly accentuated data 
dispersion of qMT parameters, even if MT-bSSFP has proven 
to be a stable technique. Its stability could be strengthened by 
longer TAs. The 2-month time interval between examinations 
might affect data homogeneity, too.

The unexpectedly unfavorably rather low new lesion 
number could not be influenced by its natural course. 
This prevented lesions’ subdivision into subtypes based 
on previous observations showing divergent dynamics 
of different lesion types or the determination of future 
lesions relying on different pre-lesional measures 
[47–49].

The patients were not in the same treatment (pre)condi-
tions. To include only patients with the same or without 
treatment is an unswayable limitation of the study.

Fast whole-brain bSSFP-based MTI (< 10 min) can be 
additionally acquired in routine MRI assessment. Con-
trary to DTI, with MTI, MS lesions could be detected 2 to 
4 months earlier than with cMRI. QMT changes were more 
pronounced than MTR changes after lesions’ appearance, 
indicating its superiority regarding assessment of potential 
reparative processes.

To what extent the “earlier” detection of MS lesions 
with the presented MTI technique could implicate an ear-
lier treatment initiation and better follow-up/treatment 

assessment [30] remains to be assessed by more studies 
in this field.

Funding  Open access funding provided by University of Zurich This 
study has received funding by the Schweizerische Multiple Sclerosis 
Society (Swiss Multiple Sclerosis Society).

Declarations 

Guarantor  The scientific guarantor of this publication is Prof. Dr. Oli-
ver Bieri.

Conflict of interest  The authors of this manuscript declare relation-
ships with the following companies: Currently, Dr. Laura Gaetano is 
an employee of Novartis. However, this work has been performed be-
fore she changed to Novartis. Therefore, her current company has not 
been involved in the study.

Statistics and biometry  Two of the authors (Dr. Monika Gloor and 
Prof. Dr. Oliver Bieri) have significant statistical expertise.

Informed consent  Written informed consent was obtained from all 
subjects (patients) in this study.

Ethical approval  Institutional Review Board approval was obtained by 
the ethics committee of the University of Basel, now EKNZ (Ethik-
kommission Nordwest- und Zentralschweiz).

Study subjects or cohorts overlap  The subjects or cohorts have not 
been previously reported anywhere.

Methodology   
• prospective
• observational
• performed at one institution

Open Access   This article is licensed under a Creative Commons Attri-
bution 4.0 International License, which permits use, sharing, adapta-
tion, distribution and reproduction in any medium or format, as long 
as you give appropriate credit to the original author(s) and the source, 
provide a link to the Creative Commons licence, and indicate if changes 
were made. The images or other third party material in this article are 
included in the article's Creative Commons licence, unless indicated 
otherwise in a credit line to the material. If material is not included in 
the article's Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will 
need to obtain permission directly from the copyright holder. To view a 
copy of this licence, visit http://​creat​iveco​mmons.​org/​licen​ses/​by/4.​0/.

References

	 1.	 Inglese M, Grossman RI, Filippi M (2005) Magnetic resonance 
imaging monitoring of multiple sclerosis lesion evolution. J Neu-
roimaging 15(4 Suppl):22S-29S

	 2.	 Granziera C, Wuerfel J, Barkhof F et al (2021) Quantitative mag-
netic resonance imaging towards clinical application in multiple 
sclerosis. Brain 144:1296–1311

	 3.	 Li L, Chopp M, Nejad-Davarani SP et al (2014) Perfusion and diffusion 
abnormalities of multiple sclerosis lesions and relevance of classified 
lesions to disease status. J Neurol Neurophysiol 2014:12. https://​doi.​
org/​10.​4172/​2155-​9562.​S12-​012

http://creativecommons.org/licenses/by/4.0/
https://doi.org/10.4172/2155-9562.S12-012
https://doi.org/10.4172/2155-9562.S12-012


European Radiology	

1 3

	 4.	 Liu Y, Mitchell PJ, Kilpatrick TJ et al (2012) Diffusion tensor imaging 
of acute inflammatory lesion evolution in multiple sclerosis. J Clin 
Neurosci 19:1689–1694

	 5.	 Ontaneda D, Sakaie K, Lin J et al (2014) Identifying the start of multiple 
sclerosis injury: a serial DTI study. J Neuroimaging 24:569–576

	 6.	 Levesque IR, Giacomini PS, Narayanan S et al (2010) Quantitative mag-
netization transfer and myelin water imaging of the evolution of acute 
multiple sclerosis lesions. Magn Reson Med 63:633–640

	 7.	 O’Muircheartaigh J, Vavasour I, Ljungberg E et al (2019) Quantitative 
neuroimaging of myelin in the healthy brain and in multiple sclerosis. 
Hum Brain Mapp 40:2104–2116

	 8.	 Lommers E, Simon J, Reuter G et al (2019) Multiparameter MRI quan-
tification of microstructural tissue alterations in multiple sclerosis. 
Neuroimage Clin 23:101879

	 9.	 Dousset V, Gayou A, Brochet B, Caille JM (1998) Early structural 
changes in acute MS lesions assessed by serial magnetization transfer 
studies. Neurology 51:1150–1155

	10.	 Filippi M, Rocca MA, Martino G, Horsfield MA, Comi G (1998) 
Magnetization transfer changes in the normal appearing white matter 
precede the appearance of enhancing lesions in patients with multiple 
sclerosis. Ann Neurol 43:809–814

	11.	 Pike GB, De Stefano N, Narayanan S et al (2000) Multiple sclerosis: 
magnetization transfer MR imaging of white matter before lesion 
appearance on T2-weighted images. Radiology 215:824–830

	12.	 Ropele S, Strasser-Fuchs S, Augustin M et al (2000) A comparison 
of magnetization transfer ratio, magnetization transfer rate, and the 
native relaxation time of water protons related to relapsing-remitting 
multiple sclerosis. AJNR Am J Neuroradiol 21:1885–1891

	13.	 Karampekios S, Papanikolaou N, Papadaki E et al (2005) Quantifica-
tion of magnetization transfer rate and native T1 relaxation time of 
the brain: correlation with magnetization transfer ratio measurements 
in patients with multiple sclerosis. Neuroradiology 47:189–196

	14.	 Rahmanzadeh R, Weigel M, Lu PJ et al (2022) A comparative assess-
ment of myelin-sensitive measures in multiple sclerosis patient and 
healthy subjects. Neroimage Clin 36:103177

	15.	 Elliott C, Momayyezsiahkal P, Arnold DL et al (2021) Abnormali-
ties in normal-appearing white matter from which multiple sclerosis 
lesions arise. Brain Commun 10(3):fcab176

	16.	 Gloor M, Scheffler K, Bieri O (2008) Quantitative magnetiza-
tion transfer imaging using balanced SSFP. Magn Reson Med 
60:691–700

	17.	 Garcia M, Gloor M, Radue EW et al (2012) Fast high-resolution brain 
imaging with balanced SSFP: interpretation of quantitative magneti-
zation transfer towards simple MTR. Neuroimage 59:202–211

	18.	 Smith SM, Jenkinson M, Woolrich MW et al (2004) Advances in 
functional and structural MR image analysis and implementation as 
FSL. Neuroimage 23(Suppl 1):S208-219

	19.	 Cox RW (1996) AFNI: software for analysis and visualization of 
functional magnetic resonance neuroimages. Comput Biomed Res 
Int J 29:162–173

	20.	 Deoni SC, Peters TM, Rutt BK (2005) High-resolution T1 and T2 
mapping of the brain in a clinically acceptable time with DESPOT1 
and DESPOT2. Magn Reson Med 53:237–241

	21.	 Homer J, Roberts JK (1969) Conditions for the driven equilibrium 
single pulse observation of spin-lattice relaxation times. J Magn 
Reson 74:424–432

	22.	 Yushkevich PA, Piven J, Hazlett HC et al (2006) User-guided 3D 
active contour segmentation of anatomical structures: significantly 
improved efficiency and reliability. Neuroimage 31:1116–1128

	23.	 Rocca MA, Cercignani M, Iannucci G, Comi G, Filippi M (2000) 
Weekly diffusion-weighted imaging of normal-appearing white mat-
ter in MS. Neurology 55:882–884

	24.	 Werring DJ, Brassat D, Droogan AG et al (2000) The pathogenesis 
of lesions and normal-appearing white matter changes in multiple 
sclerosis: a serial diffusion MRI study. Brain J Neurol 123:1667–1676

	25.	 Narayna PA, Doyle TJ, Lai D, Wolinsky JS (1998) Serial proton mag-
netic resonance spectroscopic imaging, contrast-enhanced magnetic 
resonance imaging, and quantitative lesion volumetry in multiple 
sclerosis. Ann Neurol 43:56–71

	26.	 Silver NC, Lai M, Symms MR, Barker GJ, McDonald WI, Miller DH 
(1998) Serial magnetization transfer imaging to characterize the early 
evolution of new MS lesions. Neurology 51:758–764

	27.	 Goodkin DE, Rooney WD, Sloan R et al (1998) A serial study of new 
MS lesions and the white matter from which they arise. Neurology 
51:1689–1697

	28.	 Fazekas F, Ropele S, Enzinger C, Seifert T, Strasser-Fuchs S (2002) 
Quantitative magnetization transfer imaging of pre-lesional white-
matter changes in multiple sclerosis. Mult Scler 8:479–484

	29.	 York EN, Thrippleton MJ, Meijboom R, Hunt DPJ, Waldman AD 
(2022) Quantitative magnetization transfer imaging in relapsing-
remitting multiple sclerosis: a systematic review and meta-analysis. 
Brain Comm 4(2):fcac088

	30.	 Giacomini PS, Levesque I, Ribeiro L et al (2009) Measuring demy-
elination and remyelination in acute multiple sclerosis lesion voxels. 
Arch Neurol 66:375–381

	31.	 Moccia M, van de Pavert S, Eshaghi A et al (2020) Pathologic cor-
relates of the magnetization transfer ratio in multiple sclerosis. Neu-
rology 95:e2965–e2976

	32.	 York EN, Meijboom R, Thrippleton MJ et al (2022) Longitudinal 
microstructural MRI markers of demyelination and neurodegenera-
tion in early relapsing-remitting multiple sclerosis: magnetization 
transfer, water diffusion and g-ratio. Neuroimage Clin 36:103228

	33.	 Brown RA, Narayanan S, Arnold DL (2014) Imaging of repeated 
episodes of demyelination and remyelination in multiple sclerosis. 
NeuroImage Clin 6:20–25

	34.	 Yarnykh VL, Bowen JD, Samsonov A et al (2015) Fast whole-brain 
three-dimensional macromolecular proton fraction mapping in mul-
tiple sclerosis. Radiology 274:210–220

	35.	 Garcia M, Gloor M, Bieri O et al (2015) Imaging of primary brain 
tumors and metastases with fast quantitative 3-dimensional magnetiza-
tion transfer. J Neuroimaging 25:1007–1014

	36.	 Turati L, Moscatelli M, Mastropietro A et al (2015) In vivo quantita-
tive magnetization transfer imaging correlates with histology dur-
ing de- and remyelination in cuprizone-treated mice. NMR Biomed 
28:327–337

	37.	 Schmierer K, Tozer DJ, Scaravilli F et al (2007) Quantitative magneti-
zation transfer imaging in postmortem multiple sclerosis brain. J Magn 
Reson Imaging 26:41–51

	38.	 Sled JG (2018) Modelling and interpretation of magnetization transfer 
imaging in the brain. Neuroimage 182:128–135

	39.	 Droby A, Fleischer V, Carnini M et al (2015) The impact of isolated 
lesions on white-matter fiber tracts in multiple sclerosis patients. Neuro-
image Clin 8:110–116

	40.	 Klistorner A, Vootakuru N, Wang C et al (2015) Decoding diffusivity in 
multiple sclerosis: analysis of optic radiation lesional and non-lesional 
white matter. PLoS One 10:e0122114

	41.	 Monohan E, Vargas WS, Monohan E et al (2015) Measuring longi-
tudinal myelin water fraction in new multiple sclerosis lesions. Neu-
roimage Clin 9:369–375

	42.	 Kolind S, Seddigh A, Combes A et al (2015) Brain and cord myelin 
water imaging: a progressive multiple sclerosis biomarker. Neuroim-
age Clin 9:574–580

	43.	 Commowick O, Fillard P, Clatz O, Warfield SK (2008) Detection of 
DTI white matter abnormalities in multiple sclerosis patients. Med 
Image Comput Comput Assist Interv 11:975–982

	44.	 Kitzler HH, Su J, Zeineh M et al (2012) Deficient MWF mapping in 
multiple sclerosis using 3D whole-brain multi-component relaxation 
MRI. Neuroimage 59:2670–2677

	45.	 Zhang Y, Gauthier SA, Gupta A et al (2018) Longitudinal change 
in magnetic susceptibility of new enhanced multiple sclerosis (MS) 



	 European Radiology

1 3

lesions measured on serial quantitative susceptibility mapping 
(QSM). Radiology 289:487–496

	46.	 Wang Y, Sun P, Wang Q et al (2015) Differentiation and quantifi-
cation of inflammation, demyelination and axon injury or loss in 
multiple sclerosis. Brain 138:1223–1238

	47.	 Rovira A, Alonso J, Cucurella G (1999) Evolution of multiple scle-
rosis lesions on serial contrast-enhanced T1-weighted and magneti-
zation-transfer MR images. AJNR Am J Neuroradiol 20:1939–1945

	48.	 Tagge IJ, Leppert IR, Fetco D et al (2022) Permanent tissue damage 
in multiple sclerosis lesions is associated with reduced pre-lesion 
myelin and axon volume fractions. Mult Scler 28:2027–2037

	49.	 Van Waesberghe JH, van Walderveen MA, Castelijns JA et al (1998) 
Patterns of lesion development in multiple sclerosis: longitudinal 
observations with T1-weighted spin-echo and magnetization transfer 
MR. AJNR Am J Neuroradiol 19:675–683

Publisher's note  Springer Nature remains neutral with regard to 
jurisdictional claims in published maps and institutional affiliations.


	Longitudinal analysis of new multiple sclerosis lesions with magnetization transfer and diffusion tensor imaging
	Abstract 
	Objective 
	Methods 
	Results 
	Conclusions 
	Clinical relevance statement 
	Key Points 

	Introduction
	Materials and methods
	Patients
	Magnetic resonance imaging
	Data processing

	Results
	EDSS
	New lesions
	MTI and DTI before the lesions’ detection on conventional MRI
	MTI and DTI at the time of the lesions’ detection on conventional MRI
	MTI and DTI after the lesions’ appearance on conventional MRI

	Discussion
	References


