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M ultiple sclerosis (MS) is considered an inflammatory au-
toimmune neurologic disease that is characterized by
pathologic changes, including demyelination and axonal in-
jury. The first MR images of MS were produced in the early
1980s, when MR was introduced into hospitals. The high con-
spicuity abnormal signal intensities of MS lesions seen on MR
imaging provided the best view yet of tissue injury, lesion ac-
tivity, and disease accumulation compared with all other im-
aging modalities, including CT. Since then, MR imaging has
become a routine clinical examination in MS and is used to
help the diagnosis and track the natural course of the disease.
With the advent of newer quantitative MR techniques—in-
cluding volumetric MR imaging, magnetization transfer im-
aging (MTI), diffusion tensor imaging (DTI), and proton MR
("H-MR) spectroscopy— our ability to detect and characterize
the disease burden, including occult microscopic disease in-
visible when using conventional MR techniques, has largely
improved. Today, MR imaging is the most important para-
clinical tool for MS, and MR imaging—derived measures have
been established as standard outcome markers to monitor the
treatment response in various MS clinical trials.

Conventional MR Imaging

Conventional MR scanning offers the most sensitive way to
detect MS lesions and their changes and plays a dominant role
in ruling in or ruling out a diagnosis of MS. Although MS
lesion plaques can be found throughout the brain, they have a
predilection for periventricular white matter and tend to have
an ovoid configuration with the major axes perpendicular to
the ventricular surface.! At the initial stage, the lesions are
typically thin and appear to be linear (Dawson’s fingers),
which is probably associated with the inflammatory changes
around the long axis of the medullary vein that create the
dilated perivenular space® (Fig 1). Histopathologically, such
perivascular inflammation has been thought to play a primary
role in the disruption of the blood-brain barrier (BBB), in
myelin breakdown, and in the formation of new lesions.’ In
addition to the periventricular region, the corpus callosum,
subcortical region, brain stem, U-fibers, optic nerves, and vi-
sual pathway are also regions where lesions are frequently lo-
cated. The focal demyelinating lesions located along the lateral
borders of the corpus callosum are best depicted by sagittal
fluid-attenuated inversion recovery (FLAIR) imaging (Figs 2
and 3). The abnormalities of the corpus callosum, U-fibers,
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Multiple Sclerosis: The Role of MR Imaging

SUMMARY: MR offers by far the most sensitive technique for detecting multiple sclerosis (MS) lesions
and has proved to be an important paraclinical tool for diagnosing MS and monitoring therapeutic trials.
Technologic advances of MR in recent years have dramatically improved our understanding of MS
disease. This review will focus on the contribution of MR imaging in MS and provide a discussion of
conventional and advanced nonconventional MR techniques with regard to current findings, clinical
correlations, and future directions.

and optic nerves, however, may allow for the differentiation of
MS from cerebrovascular disease. Although MS is a disease
that predominantly affects white matter, lesions can and do
occur in gray matter and are better detected on FLAIR imag-
ing.* In gray matter, MS lesions are usually small with an in-
termediate high signal intensity and a less severe degree of
inflammation, which may cause the obscure appearance of
gray matter lesions on MR imaging compared with that of
white matter lesions.” Optic neuritis, which appears early and
may be the only presentation in the initial stage of MS, can be
detected by using a fat-suppression technique combined with
contrast-enhanced imaging or by using long-echo short-tau
inversion recovery (STIR) imaging.®”

On T1-weighted imaging (T1WI), the acute MS lesions are
often isointense to the normal white matter but can be hypoin-
tense if chronic tissue injury or severe inflammatory edema
occurs. The accumulation of hypointense lesions (so-called
black holes) may correlate with disease progression and dis-
ability.® In the acute inflammatory phase, the lesion may dis-
rupt the BBB, leading to gadolinium enhancement (Fig 2) that
is believed to be the first detectable event on conventional MR
imaging,”'® and may last from days to weeks.'"'* Enhancing
lesions, which may vary in shape and size; usually start as ho-
mogeneous enhancing nodules and subsequently progress to
ringlike enhancements. Contrast-enhanced T1WI is now rou-
tinely used in the study of MS and provides one in vivo mea-
sure of inflammatory activity. It is able to detect disease activ-
ity 5-10 times more frequently than the clinical evaluation of
relapses,’® which suggests that most of the enhancing lesions
are clinically silent. In the chronic stage, lesions often appear as
isointense or hypointense on TIWI and usually persist for
many years on T2WI. Some patients may experience the ex-
pansion of a pre-existing lesion with or without enhancement.

In recent years, MR imaging findings including the lesion
number and location are included in the diagnostic criteria of
MS."* To address the role of conventional MR imaging in MS,
however, several issues must be noted. First, the ability to de-
tect lesions depends on not only the pulse sequence and imag-
ing parameters, but also the field strength. Keiper et al found a
mean of 88 more lesions on images obtained at 4T compared
with images obtained at 1.5T in 15 patients with MS."> Second,
the number of enhancing lesions, which is suggestive of new
lesions and inflammatory MR imaging activity, can be influ-
enced by the dosage of the contrast agent. Studies have shown
that a triple dose or 3 subsequent single doses can result in an
increased number and size of enhancing lesions.'®!” Third,
numerous cortical lesions have been observed on histopatho-
logic examination,'® but they are not commonly seen on con-
ventional MR imaging. Further work must be done to develop
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a better sequence that would provide optimal higher spatial
resolution and contrast for these lesions.

Volumetric MR Imaging: Lesion Quantification and
Brain Atrophy

Lesion Load
In the past 2 decades, MR imaging has been frequently used to
assess the disease burden, which is often based on the quanti-
fication of the T2 lesion load (ie, the total lesion volume
and/or number) on MR imaging. A number of computer-
assisted techniques for measuring MS lesion load have been
developed to provide a fast, objective, and precise quantitative
means for determining the extent of disease abnormality. The
accuracy and reproducibility of these techniques depend on
the imaging sequence, the section thickness, the degree of au-
tomaticity, and the technique itself.'” By applying the mea-
sures of lesion load on T2WT and total lesion activity on en-
hanced T1WI to clinical trial studies, objective screening of
new putative therapies has been achieved to determine
whether the drug favorably modifies the total pathologic evo-
lution.>** The T2 lesion volume increases approximately
10% each year in early relapsing-remitting (RRMS) despite
month-to-month fluctuations,® which indicates that most
RRMS will eventually develop into secondary progressive MS
(SPMS). Overall, T2 lesion load is significantly higher and en-
hancing T1 lesion load is lower in SPMS than in RRMS.***°
The T1 lesion load including enhancing lesions or black
holes correlated more closely than T2 lesion load with clinical
outcome®® as measured by Kurtzke’s Expanded Disability Sta-
tus Scale.?” MS lesions on T2WI, however, are spatially and
pathologically nonspecific and T2 lesion load does not include
the pathology underlying so-called normal-appearing white
matter (NAWM), which is now clearly known to be abnormal.
Therefore, although lesion load measures may not appear to
adequately account for the patient’s functional state, they pro-
vide important information in monitoring the natural history
and treatment effects of the disease.*®

Brain Atrophy

In addition to lesions, another imaging hallmark of MS is
brain atrophy, which is considered to be a net accumulative
disease burden as the ultimate consequence of all types of
pathologic processes found in the brain.?® Brain atrophy in MS
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Fig 1. Axial T2-weighted images of a 43-year-old RRMS patient show
prominent perivascular spaces (short arrows), which project radially
and are aligned with lesions, following the course and configuration
of deep venular structures. This may be associated with perivascular
inflammation, which initiates the development of new lesions (long
arrow). These prominent perivascular spaces might have implications
for differentiating primary from secondary demyelinating lesions.

usually appears as enlarged ventricles and the
reduced size of the corpus callosum.* Recently,
numerous quantitative methods have been de-
veloped for the precise measurement of global
and regional brain tissue loss.® Atrophy is seen
in all stages in a progressive manner, including
patients with early MS,*! emphasizing the need
for the earlier involvement of neuroprotective
intervention. The rate of brain atrophy is
higher in MS (0.6-1.0% annually) than in the
normal aging process (0.1-0.3% annually).>*”® Although
the exact mechanism of atrophy in MS is not completely
clear, it may result largely from myelin and axonal loss. A
study found significantloss of white matter rather than gray
matter in the early stage of MS,”” which might indicate a
different mechanism of atrophy in MS versus other neuro-
degenerative diseases such as Alzheimer disease.’” Walle-
rian degeneration, particularly in the neuronal pathways,
may also contribute to tissue loss in MS.*® It has been sug-
gested that the rate of brain atrophy is independent of the
disease subtype®>® despite the significantly higher inflam-
matory activity often observed in RRMS versus SPMS.*®
The short-term fluctuation of brain volume (including a
small increase) is more likely to be observed in RRMS.”
Steroid treatment can reduce inflammation and may also
cause short-term brain volume changes.** Global atrophy
has been found in other forms of MS, including primary
progressive MS and MS with monosymptomatic dis-
ease,*"** which indicates that atrophy is a significant and
universal feature of MS. With this in mind, the quantitative
measure of atrophy has been studied and included as an
outcome measure in clinical trials of new disease-modify-
ing agents. Several studies have already shown some thera-
peutic effects on atrophy on the basis of such atrophy mea-
sures.”>*>** Importantly, the correlation between brain
atrophy and clinical disability is stronger than the correla-
tion between lesion load and clinical disability.*’

In sum, volumetric MR imaging provides an objective
account of the natural history of disease progression, activ-
ity, and tissue loss in MS and provides clinicians with a
valuable tool for quantifying the disease. Currently, how-
ever, studies by using such automated segmentation tech-
niques are mainly based on programs that were developed
“in-house.” A reliable, quick, and clinician-friendly tech-
nique that can be used in the routine clinical setting re-
mains in strong demand.

Magnetization Transfer Imaging

Unlike conventional MR imaging, MTT offers greater patho-
logic specificity for macromolecules such as myelin, and its
signal intensity is inherently independent.*® Dousset et al*’
and Grossman et al*® quantified the MT effects by calculating
the magnetization transfer ratio (MTR), which provides a
unique imaging marker of myelin disorder. Normally, white



Fig 2. A 30-year-old female RRMS patient shown on T2WI (A4), FLAIR (B), and contrast-enhanced T1WI. The lesions on FLAIR are usually prominent and several small lesions are depicted
only on FLAIR (arrows). The lesion enhancement can be nodule (as shown in this case) or ringlike on T1-weighted imaging.

Fig 3. MS lesion (arrow) in corpus callosum on FLAIR imaging is failed to be picked up on T2-weighted imaging.

matter has higher MTR than gray matter*® probably because
of the larger amount of myelin. Because MTR is proportional
to the concentration of macromolecules (eg, myelin attenua-
tion), the reduced MTR indicates the presence of pathologic
and/or structural tissue injury. To assess the pathologic spec-
ificity of MTR in MS, studies by using MTI on experimental
autoimmune encephalomyelitis (EAE), an animal model of
autoimmune demyelination, have shown that the MTR corre-
lates well with the level of demyelination.50 In addition, the
greater pathologic specificity of the MTR has also been dem-
onstrated in several brain development studies,’>*? in which
the MTR has been shown to increase gradually with age during
normal brain maturation in children. For example, a study by
Engelbrecht et al®' showed a significant increase in MT con-
trast ranging from 13%—19% to 34%—37% in white matter in
children aged 1-80 months. This is largely attributed to the
progress of myelination, as the concentration of cholesterol
and galactocerebroside in the myelin sheath increase.>

Regional Differences: Region of Interest Analysis in MS
By using the region of interest analysis, studies found that
hypointense lesions had a lower MTR than isointense le-

sions,”* the central portion of ring-enhancing lesions had a
lower MTR than homogeneously enhancing lesions,> and de-
myelinating lesions had a lower MTR than inflammatory le-
sions (edema).*” In addition, the perilesional MTR is lower
than that of the remote region.”® The MTR in dirty-appearing
white matter is lower than that of NAWM but higher than that
of lesions.”” Finally, the MS lesions usually have a more re-
duced MTR as compared with ischemic lesions in small vessel
diseases.”®>® These results suggest that MTI may increase the
specificity of MR imaging in assessing the extent of demyeli-
nation or residual myelination of MS lesions.

Subtle pathologic changes are known to occur in the
NAWM in patients with MS, which are not visible on conven-
tional MR imaging but may represent a significant component
of disease burden. MTT is sensitive in detecting not only the
MS plaques, but also NAWM abnormalities.*® The mean MTR
was found to be significantly lower in many NAWM regions
for MS patients than for normal controls.®"** Such MR imag-
ing occult lesions in NAWM may involve low-grade burned
demyelination, perivascular infiltration, axonal loss, and oli-
godendrocyte loss.®> More interesting, several longitudinal
studies®*®° of lesion evolution have shown that the areas of
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Fig 4. Averaged magnetization transfer ratio histograms from 3 groups (healthy control, RRMS, and SPMS) for global NAGM (A) and NAWM (B) tissues. Lower normalized peak height
in SPMS population indicates relatively less residual normal brain tissue compared with that in RRMS patients.

NAWM that have a progressive, marked decline of the MTR
will eventually develop into the new lesions on conventional
MR imaging. The significant decline of the MTR at the onset of
lesion development, however, can have a temporary profile of
recovery after the new lesion is formed®” and then subse-
quently experience a progressive decline as the lesion ages.®
This temporary increase of the MTR is possibly associated
with the dynamic inflammatory changes (eg, edema). Further,
MTR might be a potential biologic marker for remyelination,
an important repair process involving newly formed thin my-
elin that is now known to frequently occur in MS. A postmor-
tem study has shown that the MTR in remyelinated lesions
differs from the MTR in both NAWM and demyelinated
lesions.®®

Global Assessment: MTR Histogram Analysis

MTI can also play an important role in assessing the disease
burden by applying an MTR histogram based on whole brain
tissue (so-called volumetric histogram analysis) as introduced
by van Buchem et al.®” The global MTR histogram allows for
the evaluation of data from all pixels of the brain tissue (ie,
parenchyma, gray matter, white matter), and therefore pro-
vides a more complete picture of disease burden, including the
substantial occult pathology in NAWM. This is achieved by
the registration and transformation of an MTR parameter
map onto a segmented tissue map. The global analysis is par-
ticularly useful in assessing diseases with a diffuse nature such
as MS, because such quantitative analysis can also be per-
formed longitudinally to monitor disease progression or treat-
ment efficacy. MTR histogram-derived measures including
mean, peak position, and peak height appeared significantly
different in MS patients as compared with normal con-
trols.®”””! The characteristics of the MTR histogram also differ
between the various clinical forms of MS.”"”* Several studies
have found a correlation between global MTR histogram met-
rics and neurocognitive impairment,”®”"”*> which indicates
that global MTR histogram analysis is sensitive to clinical
changes in neurocognitive functions.

Classically, MS is defined as a white matter disease; how-
ever, evidence from both imaging and histopathologic studies
increasingly shows that gray matter is not spared from the
disease.”*”® Because gray matter and white matter differ both
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anatomically and functionally, lesions in these 2 tissues are
also different regarding their imaging and histopathologic fea-
tures.>”> When measured globally, there are significant differ-
ences in the MTR histogram metrics for both normal-appear-
ing gray matter (NAGM) and NAWM between patients and
normal controls (Fig 4).**”® The cerebral T2 lesion load
tended to have a negative correlation with the MTR histogram
measures for global NAGM only,** which indicates the effects
of retrograde neurodegeneration from distal white matter le-
sions on cortical gray matter. The MTR abnormalities in
NAWM, however, may arise from a primary demyelinating
process that is independent of the lesions. In addition, the
changes of the MTR in normal-appearing brain tissues also
differ between MS phenotypes (Fig 4)** and show different
rates of progression.”” The separate analysis of gray and white
matter may allow for the improved detection of underlying
subtle tissue abnormalities as well as a better understanding of
the natural history of MS disease.

Compared with conventional MR imaging, MTI has shown
increased pathologic specificity and high sensitivity to NAWM
abnormalities. Therefore, MTI offers a unique, noninvasive
tool for imaging myelin disorder, remyelination process, and
occult pathology in MS.

Diffusion Tensor Imaging

Water molecule self-diffusion, referring to the microscopic
random motion in biologic tissues, provides the basis of the
modern picture of diffusion-weighted imaging (DWI). When
water diffusion is measured for a complex medium, the diffu-
sion coefficient of biologic tissue is lower than that in free
liquid, and hence an “apparent diffusion coefficient” (ADC) is
actually measured. In tissues, such as white matter, molecular
movement is not the same in all directions (so-called anisot-
ropy) due to the structural barrier within the fiber tracts, lead-
ing to an orientation-dependent diffusion property. DTT is
acquired with diffusion weighting gradients in at least 6 non-
colliner directions that allows for the construction of a ten-
sor.”” The tensor can be used to produce images of both mean
diffusivity (MD) and fractional anisotropy (FA), which dem-
onstrate voxel-by-voxel differences in the magnitude and di-
rectionality of water diffusion, respectively. Therefore, DTI
may provide information about tissue microstructure and ar-



Fig 5. DTl (left, b = 0), FA (middle), and MD (right) maps of a 31-year-old female patient with RRMS. The decreased value of FA and increased value of MD for the lesions (arrows) are
shown in their maps. Note that the decreased FA (arrowhead) in some white matter areas is probably due to fiber crossing.

chitecture including size, shape, and organization’® and in
turn constitutes a proved and effective quantitative method
for evaluating tissue integrity at a microscopic molecular level.
In addition, the information provided by FA can also serve as
the basis for fiber tractography,”® a method to determine the
pathways of anatomic white matter connectivity.

Regional Differences: Region of Interest Analysis in MS
MS lesions are pathologically heterogeneous® and also show
highly variable values of diffusion indices. In general, lesions
have an increased MD or ADC and decreased FA when com-
pared with the contralateral NAWM or normal white matter
(Fig 5),%' which indicates the disruption of myelin and axonal
structures that leads to disorganization and increased extracel-
lular space. The increased values of the MD in MS lesions have
been confirmed in studies of EAE.*>* The highest diffusion
values (MD), however, appear to be found in hypointense le-
sions as compared with enhancing lesions and isointense le-
sions,** % representing the long-standing destructive damage
in the hypointense lesions®” where water diffusion is most mo-
bile or least restricted; however, the findings of whether en-
hancing lesions differ from nonenhancing lesions in terms of
their ADC are inconsistent,***>% though FA is always lower
in enhancing than in nonenhancing lesions.*' This may sug-
gest that the inflammatory effects (eg, edema) have a more
variable impact on the ADC or MD than on FA, and that the
BBB breakdown may also vary during this temporarily active
period. In addition, FA is found to be markedly reduced in
ring-enhancing lesions compared with homogenous enhanc-
ing lesions.® Because lesions in SPMS are often old and ex-
hibit extensive tissue destruction, studies also reported a larger
degree of changes in the MD and FA of such lesions as com-
pared with those found in RRMS.*”

Studies of DTTin NAWM have also revealed a decreased FA
and an increased MD in different regions,*" which is in agree-
ment with findings from MTR studies and suggests the pres-
ence of subtle microstructural changes (eg, the loss of barriers)
in the NAWM that are beyond the resolution of conventional
MR imaging. DTI abnormalities in NAWM tend to be more

severe in the periplaque regions.”” Several studies, however,
did not show abnormalities of DTT indices in NAWM in early
MS.”>** One study of DTT®> showed significant water diffu-
sion changes in the normal-appearing corpus callosum
(NACCQ) in a group of patients with early MS; however, such
significant abnormalities were not observed in other NAWM
regions, which suggests a preferential occult injury of the cor-
pus callosum in MS. The diffusion abnormalities of the corpus
callosum also correlated with the cerebral lesion load,”® which
is probably due to the accumulative bridging effects of the
corpus callosum that result in the wallerian degenerative
changes from the connecting distal white matter plaques.”®
This is in agreement with a recent quantitative postmortem
study®” which showed a significant reduction in axonal atten-
uation or the total number of axons passing through the areas
of corpus callosum that grossly appeared normal in MS.

In certain regions of NAWM, however, FA can be very low
in the areas of fiber crossing, therefore, may not be a reliable
marker for the diffusional abnormalities. By calculating the
eigenvalues in different directions or by quantifying the radial
diffusivity in a fiber tract region with known orientation, Song
et al showed in an animal model the potential of DTI in dif-
ferentiating myelin loss and axonal injury,”® which should be
validated with human data, given that such detailed and accu-
rate information of axonal preservation in demyelinating le-
sions is clinically relevant in understanding disease severity
and guiding treatment.

Global Analysis of the DTI Histogram

In MS, methods for quantifying the disease burden are always
desirable to monitor disease progression and assess the effi-
cacy of new drugs.”® As with MTL®® DTI can also be assessed
globally by using a histogram analysis, which also showed a
significant difference between patients and controls.'® Sub-
stantial clinical correlations between DTI findings and clinical
disability were found in recent studies by using a histogram
analysis of global or large amounts of tissue'*"'°* but were not
found in earlier studies based on region of interest analy-
ses.*®> The involvement of gray matter is also indicated by
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DTI studies, and the abnormalities are shown to be greater in
the progressive form of MS.'*>'** A moderate correlation be-
tween cognitive impairment and gray matter MD was ob-
served in patients with RRMS, which suggests that DTT may
reflect the severity of the linguistic, attention, and memory
deficits due to the disruption of cortical function in these

patients.'*

Fiber Tractography in MS

Recently, there has been interest in using fiber tractography
obtained from DTI datasets to characterize white matter tract
directionality and integrity in central nervous system (CNS)
diseases. Recent experimental work'®® has demonstrated that
the fiber tract disruption caused by the transection of lesions
can be directly visualized on fiber tractography (Fig 6). Com-
pared with NAWM, these lesions were associated with signif-
icantly fewer fiber tracts and lower FA.'% Because MS lesions
often occur in the white matter pathway, by using DTT trac-
tography we have observed fewer fibers generated in the cor-
ticospinal tract at the brain stem level in patients with a higher
cerebral lesion load than in patients with a lower lesion
load.'% The observation that fiber tract loss in the corticospi-
nal tract is associated with distal upstream lesions supports the
concept of wallerian degeneration and axonal transection in
MS disease.'”” It should be noted, however, that, though the
number of fibers can be quantified via tractography, this de-
pends on the FA threshold and the degree of the trajectory
angle provided. With continued advances and additional clin-
ical applications, fiber tractography should play a vital role in
not only the identification of tracts of interest, but also the
quantification of the degree of axonal loss and demyelination
within a specific white matter tract. This would improve the
specificity of MR in monitoring the disease progression of mo-
tor and cognitive deficits in MS.

Perfusion Imaging

Because it has long been noted that vascular inflammation in
the brain is the critical event in the pathogenesis of MS, there
has been an increasing interest in studying the microvascular
abnormalities in MS by using advanced MR imaging. The as-
sessment of brain hemodynamics, including cerebral blood
flow (CBF), cerebral blood volume (CBV), and mean transit
time (MTT) is now possible by applying dynamic susceptibil-
ity contrast MR imaging (DSC-MR imaging), a technique that
is being used more widely in clinical practice for measuring
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Fig 6. Fiber tractography in a patient with MS (4) and a
healthy volunteer (B). All the MS plaques (arrows) were
marked and constructed in 3D. Note the reduced number of
fibers when they traverse white matter lesions in the
patient.

blood perfusion. Studies by using
DSC-MR imaging demonstrate a signif-
icantly decreased CBF and prolonged
MTT in periventricular regions of
NAWM in patients with MS compared
with controls.'”® The diminished perfu-
sion in NAWM is supported by the his-
topathologic evidence and may indicate
that MS has a primary vascular patho-
genesis. The frequent edematous onion-
skin changes on the vein wall and vascular occlusion have been
documented in the early pathologic studies.'”''® Recent
work based on modern histopathologic techniques also dem-
onstrates the hypoxia-like tissue injury''" or thrombosis of
small veins.''?

Studies of MS lesions by using perfusion MR imaging have
also shown evidence of hemodynamic abnormalities' '>"'' in-
cluding the increased CBV in acute lesions, which suggests
that microcirculation may be modulated by inflammation or
acute hypoxia. In a study by Wuerfel et al,''* the altered local
perfusion changes can be detected before the disruption of the
BBB and new lesion formation. By detecting various lesion
types, Ge et al''® found not only enhancing lesions, but also
some chronic nonenhancing lesions showing increased perfu-
sion, which may indicate lesion reactivity or renewed inflam-
matory changes, which are also before BBB breakdown and
not visible on conventional MR imaging. These findings are
important in that hemodynamic abnormality is a significant
component in the pathophysiology of MS lesions. Perfusion
imaging may have a predictive role of lesion reactivity and/or
new lesion formation and, therefore, has the potential to pre-
dict disease activity, and monitor disease progression or the
effects of therapy.

'H-MR Spectroscopy

The recent development of "H-MR spectroscopy has enabled
the in vivo study of certain chemical compounds or metabo-
lites in a variety of pathologic processes that affect the CNS. As
a noninvasive adjunct to MR imaging, '"H-MR spectroscopy
offers potentially unique insights into the histopathology of
MS.

Localized "H-MR Spectroscopy

In MS lesions, the most common and remarkable finding is
the reduction of the N-acetylaspartate (NAA) peak (Fig 7)
compared with other metabolites. In acute active lesions, the
initial reduction of NAA at the onset of lesion development
can be partially restored after the acute phase on serial MR
spectroscopy studies,'' '’ which suggests that the decrease in
the values of NAA does not necessarily imply permanent neu-
ronal and axonal loss. The recovery of NAA may be related to
the resolution of edema or neuronal dysfunction recovery.
Choline (Cho) is found to be increased in the acute pathologic
phase,''® which may be associated with the release of mem-
brane compounds during active myelin breakdown, resulting



NAA
Cho

N

35 30 25 20 1.5
ppm

w

h/\f\

4

35 30 25 20 15
ppm

Fig 7. Axial T2-weighed (TE/TR = 90/2500 msec) image of a 26-year-old woman MS patient superimposed with the MR spectroscopy volume of interest. Spectra from 2 lesions (2 and
4) and 2 contralateral NAWM regions (1 and 3) are shown on common intensity and chemical shift (ppm) scales.

in an increase of phosphocholine and glycerol-phosphocho-
line. In addition, a higher concentration of lactate may also be
observed in the acute phase and is possibly related to the in-
flammatory or ischemic condition.''™'*° After careful exclu-
sion of the spectral of lipid contamination, prominent reso-
nances presumably originating in lipids or fatty acids may also
be observed in the earlier stage of the disease,'*"'** indicating
the breakdown of myelin and phospholipids due to active in-
flammation. Elevated concentrations of myo-inositol in MS
plaques but not in other age-related white matter lesions may
be observed and are thought to be of special interest for their
differentiation.'* The regional changes in all of these metab-
olite levels, however, have been observed to be dynamic and
variable over time in MS,'?* and, as result, careful interpreta-
tion of the MR spectroscopy data is needed, depending on
technical and physiologic conditions.

"H-MR spectroscopy can detect the biochemical alteration
of metabolites in NAWM adjacent to or distant from lesions in
MS. The extent of NAA decrease and Cho increase in NAWM
may progress over time into new lesion'*>'?® or lead to walle-
rian degeneration in certain white matter tracts.'*” In a study
of clinical trials, patients with treatment showed a large in-
crease of NAA/creatine (Cr) (71%) in NAWM during the 2
years of treatment, whereas NAA/Cr decreased (8.9%) in pa-
tients without treatment.'*® Taken together, NAA appears to
be a sensitive marker for detecting axonal dysfunction in
NAWM and is valuable in monitoring the therapeutic effects.

Global "H-MR Spectroscopy

Despite the potential benefits of localized 'H-MR spectros-
copy, its current form has certain limitations, including the
diversity of neuroanatomic locations, the normal variation of
chosen tissues, partial coverage, and serial data misalignment.
To solve these problems, a nonlocalized 'H-MR spectroscopy
sequence has been developed for quantifying whole-brain
NAA (WBNAA) concentrations,'* which may be more likely
to reflect the total axonal/neuronal dysfunction. A compari-
son study showed significantly lower WBNAA in patients with
RRMS compared with age-matched controls,'*® and such a
decline may vary in patients according to their particular NAA

concentration dynamics,'”® which suggests that WBNAA
might allow for the prediction of disease course, as well as
reflect disease severity and improve clinical trial efficiency by
enabling the selection of candidates on the basis of WBNAA
dynamics in addition to clinical status. Measures of WBNAA
were also compared with whole brain atrophy in a group of
patients with RRMS to explore the relationship between
WBNAA loss and brain atrophy. Patients exhibited a 3.6-
fold faster rate of loss of WBNAA than the rate of loss
of brain tissue as measured by fractional parenchyma vol-
ume, which suggests that neuronal/axonal dysfunction
(NAA decline) may precede rather than follow parenchyma
loss in MS."*!

MR Imaging of Basal Ganglia Affected by MS

Gray matter, especially deep gray matter in the basal gan-
glia, is found to be associated with the presence and severity
of various neurocognitive disabilities in MS.”* Hyperin-
tense lesions are not often seen in basal ganglia nuclei and
the thalamus in MS. Conversely, abnormal hypointensities
have indeed been observed on conventional T2 imaging.'>>
The reduced signal intensities may occur in all ferruginated
neurons (Fig 8), which includes globus pallidus, putamen,
caudate nucleus, substantial nigra, red nucleus, and thala-
mus. This is thought to be related to excessive iron deposi-
tion, which may cause injury because of oxidative stress.
Using a newly developed method, magnetic field correla-
tion (MFC), for iron quantification, one study found that
MS patients had a significantly increased iron deposition in
the basal ganglia, even in those cases with minimum signal
intensity changes on conventional MR imaging,'>® which
suggests that MFC imaging is sensitive in quantitatively de-
tecting subtle iron accumulation. Such excessive iron can
cause oxidative tissue injury through the formation of free
radicals and the initiation of peroxidation with potential
implications for clinically observed functional impairment.
The exact mechanism for excessive iron deposition in the
basal ganglia, particularly in iron-rich ferruginated neu-
rons, remains unclear, though it may be associated with the
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Fig 8. Axial gradient-echo imaging in a 29-year-old patient with MS (A) and a 34-year-old healthy volunteer (B). Greater hypointense signal intensities, which may be associated with
excessive iron deposition, are seen in all ferruginated neurons in a patient compared with a healthy volunteer.

interruption of the iron transport pathway or a hypoxia-
induced iron increase.

Spinal Cord Imaging in MS

The spinal cord is known to be frequently involved in MS or in
combination with lesions in the brain. As many as 25% of cases
have been found to involve only the spinal cord.'**'*> Most
spinal cord lesions occur in the cervical cord. Cervical spinal
MR imaging is particularly useful when the patient is sus-
pected to have MS and brain lesions are absent. On T2WI
spinal imaging, most plaques are peripherally located (com-
monly dorsolateral) and less than 2 vertebral body segments in
length."* The lesions tend to be multifocal and present as
well-circumscribed foci with an increased T2 signal intensity.
With acute spinal cord lesions, enhancement is frequently
seen. Spinal cord atrophy, which may reflect axonal loss, may
also be observed and is believed to be an important element in
disability."*® Though rarely seen in other diseases, asymptom-
atic lesions of the spinal cord can be present in MS and may
help lead to the correct diagnosis."*”

Relative to brain imaging, spinal imaging is more challeng-
ing because of the regional complex structures of the spine and
intrinsic cord motion. Although fast spin-echo remains the
preferred imaging technique, it may miss subtle lesions'*® and
has been shown to be less sensitive than MT-prepared gradient
echo and fast STIR sequences.'*® Unlike its applicability to the
brain, FLAIR imaging appears unreliable in the detection of
MS lesions in the spinal cord.'*® In recent postmortem MR
imaging studies, cord abnormalities appeared more diffuse
and marked despite their minute appearance on conventional
MR imaging.'*! During the past several years, quantitative MR
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imaging techniques have been applied to the spinal cord in an
attempt to improve the detection of cord lesions and quantify
the severity of tissue injury in lesions and a normal-appearing
spinal cord. Several studies involving DTI have shown a sig-
nificantly increased MD and decreased FA in a cross-sectional
area of the cervical spinal cord in patients relative to con-
trols."*>'*> DTI abnormalities in normal-appearing spinal
cords are found to be more prominent in the lateral and pos-
terior regions of the cord.'*’ In addition, with advanced MTI
and optimized sequences, subtle cord abnormalities were also
detected in established MS'**; this is not the case for patients
with clinical isolated syndrome by using regular MTL'* As
faster and more advanced alternative techniques emerge in the
clinical setting, spinal cord imaging will become more widely
used in both the diagnosis and follow-up of MS and help mon-
itor the disease progression and therapeutic effects.

High-Field MR Imaging and MS

High-field (=3T) MR systems have been increasingly installed
worldwide in recent years. It is important to note that continued
advances in higher field strength with the leading edge technology
may be applicable to both the clinical practice and the basic sci-
ence research of CNS diseases including MS. One of the most
obvious advantages of high-field imaging is the high signal inten-
sity—to-noise ratio (SNR) that can be achieved. A higher SNR
allows for thinner sections and higher-resolution matrices, which
can improve the detection of lesions."® The lesion counts can be
45% higher on a 4T system with better appreciation of tissue
heterogeneity within lesions as compared with a 1.5T system.
With higher resolution and increased contrast, high field also has
the potential to detect cortical lesions, which are often obscure at



Table 1: MR imaging characteristics in multiple sclerosis

Methods Classic Imaging Features

Conventional MRI Multiple lesions: periventricular > peripheral
Ovoid shape
Dilated perivascular space
Optic nerve, U fiber, and callosal involvement
Generalized atrophy at relatively younger age
Enhancing lesions (ring, rim, or solid)
Gradually increased number of lesions

MTR Decrease in lesions
Decrease in NAWM—precede new lesion
Lower in nonenhancing than in enhancing lesions
Lower in ischemic than in demyelinating lesions
Lowest in the core of ring enhancing lesion
Lower in gray matter than in white matter

DTl Higher MD and lower FA in lesions than in NAWM
Higher MD and lower FA in NAWM than in normal
white matter
Not reliable to differentiate enhancing and
nonenhancing lesions
Not significant in NAWM in early stage of disease
Visualization of specific fiber tract on tractography

Perfusion imaging Decreased CBF and CBV in general
Locally increased CBV in enhancing lesions

Locally increased CBV in some chronic lesions

Marked decrease of NAA level
Increase of choline
Presence of lipid

"H-MR spectroscopy

Spinal imaging Multiple lesions

Cervical spinal cord (peripherally located)
Asymptomatic lesions

Less than 2 vertebral bodies in length

Focal atrophy

Note:—MTR indicates magnetization transfer ratio; DTI, diffusion tensor imaging; 'H-MR
spectroscopy, proton MR spectroscopy; NAWM, normal appearing white matter; MD, mean
diffusivity; FA, fractional anisotropy; CBF, cerebral blood flow; CBV, cerebral blood volume;
NAA, N-acetylaspartate.

conventional field strength. All of these improvements may allow
for the earlier diagnosis of MS, especially in those patients who
clinically are suspected to have the disease.

Another notable benefit of using high-field strength is that
the susceptibility (T2*) effects are boosted, which improves
the examination of microscopic venous structures, brain iron,
and microbleeds in the CNS diseases. The enhanced visualiza-
tion of microvascularity in brain tumors has been shown at
higher strength.'*® In MS, the distribution of lesions usually
follows a perivenous origin’; therefore, the relationship be-
tween microvascular abnormalities and lesions'*” will be more
appreciated at higher field. The enhanced T2* effects are also
beneficial for dynamic contrast-enhanced perfusion MR im-
aging and functional MR imaging due to the increased resolu-
tion and conspicuity of paramagnetic contrast agents and de-
oxyhemoglobin. However, the susceptibility-induced signal
intensity loss and distortion near the skull base and air sinuses
are also prominent at higher field strengths and should be
carefully considered in clinical applications. In addition, with
the improved sequence and design of the RF coil, the advan-
tages of performing MR spectroscopy at higher field strengths
should also achieve increased SNR for more detailed com-
pounds that are obscured at 1.5T."*® Thus, with the appropri-
ate optimizations, high-field MR imaging will further
strengthen the role of MR imaging in the study of MS.

Conclusions

In the past 2 decades, MR imaging has brought about dramatic
changes in the clinical evaluation of a host of neurologic dis-
orders. The application of MR imaging to MS is a well-recog-
nized example with regard to the impact of MR imaging on
MS, including diagnosis, natural history, and therapeutic
monitoring. Several new imaging terms/concepts that have
been developed through the study of MS—including “lesion

Table 2: Summary of MR imaging in multiple sclerosis

Method Present Role

Future Direction

Conventional MRI
High sensitivity, less specificity

MRI inflammatory activity (often clinically silent)

Volumetric MRI Quantitation of disease burden

Natural history and clinical trials (lesion load)
Global adverse outcome of pathology (atrophy)

MTI Injury in NAWM. Increased specificity for myelin

Routine for diagnosis and disease evaluation

Increase detectability for gray matter
lesions, especially using high-resolution
imaging of high-field MRI

Provide quick, friendly, and reliable routine
measures for monitoring follow-up and
treatment efficacy

Apply to evaluation of remyelination and

DT

DSC-MRI

"H-MR spectroscopy

Extent of demyelination in lesion and NAWM
Improved correlation with neurocognitive outcome

Injury in NAWM. Water diffusion abnormality
Uncertain role of demyelination from inflammation
Global net loss of structural organization
|dentification of specific white matter tract

(integrity and directionality)

Predict lesion activity and provide additional
information of microvascular abnormality

New insights into the in vivo biochemical pathology

Marked changes in NAA, not other metabolites
Global marker of neuronal/axonal dysfunction

efficacy of various disease modifying
treatments

(1) Distinguish axonal and myelin loss by
quantifying the axial radial diffusivity

(2) Improve the sensitivity and specificity of
underlying diffusion changes

(3) Further explore fiber tractography in multiple sclerosis

Explore the ischemic pathogenetic mechanism
in certain types of multiple sclerosis lesions

(1) Improve the reliability and applicability in clinical
trials

(2) Increase specificity of other metabolites

Note:—MTI indicates magnetic tensor imaging; DTI, diffusion tensor imaging, DSC-MRI, dynamic susceptibility contrast MR imaging; "H-MR spectroscopy, proton MR spectroscopy;

NAWM, normal appearing white matter; NAA, N-acetylaspartate.
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load,” “NAWM,” “MTR,” and “WBNAA”—are now widely
used in the evaluation of many other CNS diseases. MS is a
challenging disease in all aspects ranging from etiology to di-
agnosis and treatment. It is also a disease that has greater het-
erogeneity in terms of clinical forms, imaging appearance, and
treatment response. With the ever-advancing technology, MR
imaging will certainly further improve our understanding of
the MS disease and continue to play an extremely important
role going forward. Table 1 lists characteristic imaging find-
ings of MS. Table 2 summarizes the current and future role of
MR imaging in MS.
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