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Quantitative Functional MR Imaging of the
Visual Cortex at 1.5 T as a Function of

Luminance Contrast in Healthy Volunteers and
Patients with Multiple Sclerosis

Scott H. Faro, Feroze B. Mohamed, Joseph I. Tracy, Robert M. Elfont, Alexander B. Pinus,
Fred D. Lublin, Robert A. Koenigsberg, Cheng Y. Chen, and Fong Y. Tsai

BACKGROUND AND PURPOSE: In patients with multiple sclerosis (MS), a few preliminary
functional MR (fMR) imaging studies of the visual cortex reveal information about magnitude
differences between healthy individuals and patients with MS at only a single luminance level. We
therefore investigated whether varying luminance contrast levels can help uncover subtle changes in
fMR imaging characteristics of the visual cortex in healthy volunteers and patients with MS.

METHODS: Blood oxygenation level–dependent fMR imaging signal changes in the primary
visual cortex were examined as a function of luminance contrast at 1.5 T in 10 healthy
volunteers and nine patients with MS. Ten axial sections through the calcarine fissure were
obtained with an echo-planar T2*-weighted imaging sequence (4000/54/1 [TR/TE/excitation];
field of view, 220 mm; voxel size, 1.72 � 1.72 � 5 mm). The imaging series consisted of an
alternating 20-second rest epoch (black screen) with a 20-second activation epoch (flickering
checkerboard) repeated six times. Each imaging series used a graded increase of eight lumi-
nance contrast levels. A paired t test between rest and activation images was used to analyze
significant (P < .001) contiguous voxels in the region of interest (primary visual cortex).

RESULTS: A progressive increase in fMR imaging activation across all luminance contrast
levels in healthy controls and patients with MS was shown. The patients with MS had a significantly
lower magnitude in the number of fMR imaging activated voxels at all luminance contrast levels
(P < .001). A statistically significant increase in fMR imaging activation (activation threshold) was
seen at the second luminance contrast level in controls and at the seventh level in patients with MS.

CONCLUSION: Quantifiable changes in blood oxygenation level–dependent signal and a
progressive increase in activated voxels within the primary visual cortex with increasing
luminance contrast were demonstrated at 1.5 T in controls. The patients with MS showed a
significant decrease in the number of activated voxels and an increase in activation threshold
compared with healthy controls.

Functional MR (fMR) imaging is an advanced tech-
nique that has the potential to greatly enhance our
understanding of the consequences of demyelinating

diseases on cortical activation and processing. Multi-
ple sclerosis (MS) is a demyelinating disorder that
produces clinical dysfunction by altering conduction
through various fiber pathways in the central nervous
system. The effects of demyelination in MS are mon-
itored by symptom reporting (1, 2), neurologic exam-
ination (1, 2), neuroimaging (3–5), and electrophysi-
ologic studies (1–3) (eg, visual evoked responses)
(6–8). MR imaging is currently a confirmatory test in
the evaluation of patients with MS. However, the
correlation between the number or volume of lesions
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seen on MR images and measures of patient func-
tional disability is weak (5, 9).

It has been shown that the clinical severity of the MS
lesions measured by using a clinical disability score (Ex-
panded Disability Status Scale) does not always corre-
late with the volume measurement of MS lesions when
using MR imaging (10). This might be because the
lesions occur in noneloquent regions of the brain as well
as in eloquent regions containing MS plaques that pro-
duce only partial demyelination. Physiologic methods
for assessing changes due to neuronal disconnection or
the functional consequences of demyelinating lesions in
MS as they relate to cerebral function are lacking (11,
12). Current imaging studies help determine only the
anatomic location of demyelinating lesions and do not
allow evaluation of the extent of axonal conduction loss
in regions of white matter demyelination.

Functional MR imaging of the brain by use of
echo-planar imaging provides images of brain activity
during a task (eg, motor, visual, cognitive). The blood
oxygenation level–dependent (BOLD) (13) contrast
mechanism is the basis of the fMR imaging used in
this study. An increase in partial pressure of oxygen in
blood causes an increase in hemoglobin oxygen satu-
ration, which decreases the concentration of para-
magnetic deoxyhemoglobin. This decrease causes a
reduction in the tissue-blood susceptibility differen-
tial, which, in turn, decreases spin dephasing and
results in an increased T2* signal. This BOLD effect
has been used primarily in functional brain mapping
studies, where a local increase in the signal due to
cerebral tissue activation may be caused by an in-
crease in the blood oxygen partial pressure. This tech-
nique has been used in several areas of brain research
and has shown promising results for studies of photic
stimulation of the visual cortex (14–21).

There have been few fMR imaging studies of the
visual cortex in patients with MS and those without
optic neuritis (22–24). All of these preliminary studies
reveal information about the magnitude differences
between healthy individuals and patients at only a
single luminance level. In our investigation, we used a
unique methodology of graded luminance contrast as
the stimulus for the primary visual cortex. The visual
pathway has been selected in this study as it is known

to be affected in patients with MS either because of
optic neuritis or MS plaques involving the more prox-
imal portions of the visual pathway (25). If fMR imaging
can be shown to show changes in the visual cortex in
patients with known deafferentation, then this method
can be further applied to brain abnormalities for which
tests of quantitative functional assessment are currently
inadequate. Therefore, the purpose of our study was to
investigate whether varying luminance contrast levels
can uncover subtle changes in the fMR imaging charac-
teristics of the visual cortex in healthy volunteers and
patients with MS.

Methods
Ten healthy volunteers (mean age, 26.1 years; SD, 3.9) and

nine patients with MS and a history of optic neuritis (mean age,
41.1 years; SD, 5.7) were studied. All the volunteers were
screened for medical illness. Informed consent as approved by
the institutional review board was obtained from all the par-
ticipants prior to study. MS was diagnosed per the criteria of
Poser et al (2), and all patients had a history of optic neuritis
(Table). Visual evoked potential (VEP) studies were per-
formed for all the healthy volunteers as well as for five patients
to assess the visual pathway. The remaining four patients with
MS chose not to participate in the VEP study. The VEP studies
were performed within a week of MR imaging. The visual
acuity of all the subjects was measured by using a Snellen chart.

All MR imaging was performed with a 1.5-T imager with
echo-planar capability (Vision Imager; Siemens, Erlangen,
Germany). A standard quadrature head coil was used. Foam
pads were placed within the head coil to prevent head motion.
All the subjects were instructed to lie still throughout the
imaging procedure and to look into the center of the field of
view of the MR-compatible goggle system (MR Vision 2000;
Resonance Technologies, Northridge, CA). A precise localiza-
tion of the occipital cortex was performed by using standard
anatomic markers to define the angle of the axial section for all
subjects (anterior commissure and posterior commissure [AC-
PC line]). The AC-PC markers were identified from a sagittal
scout image. Ten contiguous oblique axial images were posi-
tioned and aligned parallel to the AC-PC line. The most infe-
rior section was placed at the inferior margin of the occipital
lobe. Ten sections were chosen to cover the entire occipital
cortex. After the positioning of these 10 sections, two MR pulse
sequences were performed separately to obtain anatomic and
functional images. An axial T1-weighted spin-echo imaging
sequence was performed to acquire anatomic images. The
imaging parameters were as follows: 600/15/1 (TR/TE/excita-
tion); matrix size, 256 � 256; field of view, 22 cm; section

Patient summary

Patient Sex/Age (y) Time from First
Symptom (y)

Time from
Diagnosis (y)

Time from First ON
Symptom (y)

Medication

1 F/49 34 10 32 Interferon beta-1a
2 F/38 10 8 10 None
3 F/48 10 8 8 None
4 F/33 10 0.5 10 Interferon beta-beta-1b
5 F/45 13 10 13 Glatiramer acetate
6 F/34 1.5 1 1 Interferon beta-1a
7 F/40 17 15 5 None
8 M/39 1.5 1 1.5 Glatiramer acetate
9 F/44 1 0.5 1 Interferon beta-1a
Mean �/41.1 10.9 6.0 9.1
SD �/5.7 10.3 5.4 9.7

Note.—ON indicates optic neuritis.
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thickness, 5 mm. Functional images were acquired with a gra-
dient-echo, echo-planar free induction decay (EPI-FID), T2*-
weighted pulse sequence in the same plane as that in the
structural images, and the parameters were as follows: 4000/
54(minimum)/1; matrix size, 128 � 128; field of view, 22 cm;
section thickness, 5 mm.

The fMR imaging of the visual cortex was performed with a
5 � 5 flashing (flicker rate, 8 Hz) checkerboard activation
paradigm at eight luminance contrast levels: 1.0 (lowest achiev-
able), 2.5, 4.0, 5.5, 7.5, 11.0, 14.5, and 18.0 (highest achievable).
The corresponding absolute luminance contrast levels in can-
dela (cd)/m2 (0.02, 0.05, 0.08, 0.11, 0.15, 0.22, 0.29, and 0.36)
were measured through the goggle system by using a digital
luminance meter (Mavo-Monitor; Gossen, Nurnberg, Ger-
many). The changes in the luminance contrast levels were
obtained by changing the gray scale levels of the white check-
erboard regions presented on the screen. Each individual ex-
periment at a specific luminance contrast level was defined as
a “run.” Each run consisted of six rest and six activation epochs
that followed a blocked design (ABABABABABAB). The rest
epoch began with a black screen being displayed, whereas
during the activation epoch a checkerboard stimulus was dis-
played. During each epoch, 10 contiguous axial sections
through the calcarine fissure region were obtained. This pro-
cess was repeated five times, yielding 50 images per epoch. The
imaging time for each epoch was 20 seconds. The total acqui-
sition time to complete all eight luminance contrast levels was
32 minutes. The visual stimulus was presented (visual angle,
12°) through the goggle system with use of Neuroscan software
(Sterling, VA) programmed on a Pentium 200 MHz computer.
The goggles were adjusted to achieve normal visual acuity in
the healthy volunteers and patients.

Rationale for Stimulation Task

Two criteria dictated the choice of tasks to serve as stimu-
lation with fMR imaging. First, the task had to maximize the
probability of distinguishing between the experimental groups.
Such a task would have to be a robust and focal activator of the
primary visual cortex. Second, the task had to be flexible
enough to provide well-controlled, graded input to the visual
system. This alone would allow testing of the hypothesized
linear relationship between the severity of visual pathway dys-
function and a lowered fMR imaging activation level in MS.

Several visual “activators” were candidates. Visual forms or
objects have the disadvantage of being represented either by
quite small regions of activation (V1 region, line detection),
which might not be inactivated by all optic pathway lesions, or,
in the case of objects, by quite large regions involving multiple
brain areas including the association cortex (Brodmann’s area
18 or 19) (26). The presence of multiple regions of activation
would make linkage of patients with MS to specific visual
cortex abnormalities less direct and clear. Motion stimulus is a
focal activator of the V5 region of striate cortex. However, this
stimulus is difficult to present in a controlled, graded fashion.
Color stimulus was a potential activator but has the disadvan-
tage of multiple visual components (hue, saturation, and lumi-
nance), as well as introducing the possibility that subtle achro-
matopsia could affect performance.

In favor of the use of the luminance contrast as our stimulus,
Shapley (27) has shown, using single cell recordings, that cells
within the magnocellular layers of the macaque monkey’s lat-
eral geniculate nucleus strongly increase their activity in re-
sponse to changes in luminance contrast. From these animal
studies and other human studies, luminance contrast stimuli
appeared to be the best choice as a visual paradigm to probe
the response of the primary visual areas (15, 18). Stimuli that
vary in luminance contrast on the white-gray-black scale can be
constructed and measured through a luminance meter. Also,
luminance contrast is a robust primary cortex activator, neither
too narrow nor too broad in its reach of activation. Finally,

luminance contrast is a core, separable component of visual
stimuli (ie, is not multideterminate), making the link between
stimulus and activation clear and direct. All of these factors
contributed to our choosing luminance contrast as the visual
stimulus in this study.

Statistical Analysis of fMR Imaging Data

The postprocessing was done with a Unix-based software
package (Medx, Version 2.1; Sensor Systems Inc, Sterling, VA)
installed on an Indigo2 workstation (Silicon Graphics, Moun-
tain View, CA). A three-dimensional automated image regis-
tration program was used to align all the images (28). To
ensure a consistent physiologic state and to eliminate rise and
fall artifacts in the BOLD signal, the initial 20% of the data of
each rest and activation epoch was dropped from the analyses.
Finally, the variance in the functional data related to the time
course of the experiment was eliminated through a linear de-
trending procedure, using a covariance analysis.

The region of interest (ROI) was defined on T1-weighted
images on the basis of neuroanatomic landmarks of the occip-
ital lobe (eg, vertical axis centered on calcarine sulcus) covering
the full extent of the striate cortex, including regions V1, V2,
and V3. A rectangular area of approximately 4.0 � 3.0 cm
(transverse and anteroposterior dimensions, respectively) was
chosen and placed over the region of the medial occipital
cortex. This rectangular ROI was drawn by hand by a board-
certified neuroradiologist (S.H.F.) to cover the entire primary
visual cortex. In both the healthy volunteers and the patients,
the striate cortex was present on three contiguous images.
Normalized t scores (z scores) were used to determine signifi-
cantly activated voxels. This ROI was applied to the z-score
images. It is important to note that all statistical analyses were
limited to voxels in this ROI. A threshold (P � .001, reflecting
a z score of 3.28) was established so that only the highly
significant voxels that remained within the ROI and lay on gyri
were used for analysis. The number of activated voxels within
the ROI was calculated for all the volunteers and patients from
these parametric z-score images.

In one of the healthy subjects, the fMR imaging experiment
across all luminance contrast levels was performed twice for
reproducibility. The volunteer was positioned in the same lo-
cation inside the imager (ie, the center of the head coil iden-
tified by markers in the coil). Ten contiguous axial images were
acquired to cover the entire occipital cortex. A precise local-
ization of the occipital cortex by using standard anatomic mark-
ers (AC-PC line) was applied (29). The experiment was then
repeated. The time difference between the two experiments
was 2 hours. The number of activated voxels as well as the z
scores of the activated voxels were measured during both ex-
periments. A t test was performed to compare the number of
activation voxels between the two experimental trials.

On the basis of the data from highly significant voxels, the
number of activation voxels within the ROI at all eight lumi-
nance contrast levels was measured. An analysis of variance
(ANOVA) procedure using SPSS-PC (SPSS Inc, Chicago, IL)
was performed. The fMR imaging activation patterns of the
healthy volunteers and the patients with MS were compared.
The results of the ANOVA determined the differences be-
tween these two populations in their number of activated voxels
and their activation threshold levels. Activation threshold is
defined as the first significant increase (P � .05) in number of
activated voxels in the primary visual cortex compared with the
lowest luminance contrast level (level 1).

Results

Healthy Controls
All the healthy controls were required to wear

corrective lenses if needed, and the corrected visual
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acuity as measured with the Snellen’s chart was 20/20.
The results of the VEP showed normal P100 levels in
all 10 volunteers. There was no statistically significant
difference between the activated voxels at any lumi-
nance contrast level between male and female volun-
teers. Figure 1 shows the mean number of activated
voxels in the visual cortex. The plot shows an increase
in the number of activated voxels with increase in the
luminance contrast in all the healthy controls, as well
as in patients with MS. Within-subject ANOVA sta-
tistics between the different luminance contrast levels
in the controls show a significant difference between
the initial two luminance contrast levels of 1 and 2.5
(P � .05). This demonstrates that in the healthy
volunteers an early activation thresholding effect ex-
isted between the baseline luminance contrast level
(lowest luminance contrast level achievable by our
system) and the luminance level of 2.5.

Figure 2 depicts a composite, single-section, axial
T1-weighted image and fMR imaging activation map
at the level of the primary visual cortex in a healthy
volunteer, at three luminance contrast levels: lowest
(baseline); intermediate; highest. Activation in the ROI
is shown in red and yellow. Areas of activation in the
extrastriate visual pathways, lateral to the primary visual
cortex, were also noted. The voxels present in the extra-
striate cortex were not included for analyses. Both col-
ors represent significant z scores (z � 3.24), with yellow
corresponding to the relatively more significantly acti-
vated voxels. A progressive increase in the number of
activated voxels (fMR imaging activation) with increas-
ing luminance contrast levels was noted.

The reproducibility test in a healthy volunteer
showed no significant differences in the number of
activated voxels at each luminance contrast level be-
tween the two experiments (P � .05). Comparison of
the z scores of the activated voxels within the ROI at
each individual luminance contrast level also showed
no statistical difference between the two data sets
(P � .05). Analysis of the mean activation voxels
between the two experiments (experiment 1: mean,

157.2 � 29.3 [SD]; experiment 2: mean, 137 � 22.1)
showed no statistical difference between the two data
sets (P � .05). This is a preliminary finding, and
further study with a larger population is warranted.

Patients with Multiple Sclerosis
All patients were required to wear corrective lenses

if needed, and the corrected visual acuity as measured
by the Snellen’s chart was 20/20. The VEP was per-
formed in five of the nine patients, and the results
showed abnormal delayed P100 levels in all the pa-
tients with MS. Figure 1 shows the mean number of
activated voxels in the primary visual cortex. Within-
subject ANOVA statistics between the different lu-
minance contrast levels in patients with MS show a
significant difference between the two luminance con-
trast levels of 1 (baseline) and 14.5 (P � .01). This
shows that there is an increased activation threshold
effect in the patients with MS between the luminance
contrast levels of 1 and 14.5.

Figure 3 shows a composite, single-section, axial
T1-weighted image and fMR imaging activation map
at the level of the primary visual cortex in patients
with MS, at three luminance contrast levels: 3A, low-
est (baseline); 3B, intermediate; 3C, highest. Activa-
tion in the primary visual cortex within the chosen
ROI is shown in red and yellow. Both colors represent
significant z scores (z � 3.24), with yellow corre-
sponding to the relatively more significantly activated
voxels. At the lowest luminance contrast level (Fig
3A), there was low-level fMR imaging activation. No
significant change in fMR imaging activation was
seen in the intermediate level (Fig 3B). However, at
the highest luminance contrast level (Fig 3C) there
was prominent fMR imaging activation.

Comparison of Patients with Multiple Sclerosis
and Healthy Controls

Figure 1 shows the mean number of activated vox-
els in the primary visual cortex in the MS population
compared with that in healthy controls. The patients
with MS showed a significantly lower number of MR
imaging activated voxels at all luminance contrast
levels (P � .001; F � 30.77). This might represent a
combination of decreased number of neurons or de-
creased activation in the diseased axons along the
optic pathway. On the fMR imaging activation curve,
the slopes between baseline and the second graded
luminance contrast level (14.5) in controls and between
baseline and the seventh graded luminance contrast
level (2.5) in patients with MS were different. The mean
slope in the healthy population was 19.0 versus 6.0 in the
patients. Similar to activation threshold, these differ-
ences in slope might represent a sensitivity measure of
visual cortical activation at different luminance contrast
levels between these two groups. These BOLD signal
characteristics disclosed by using luminance contrast
demonstrate a different pattern of fMR imaging activa-
tion in MS.

FIG 1. Line graph shows the number of activated voxels with
graded increase in luminance contrast in healthy volunteers
(controls) and patients with MS and a history of optic neuritis (MS
with ON).

62 FARO AJNR: 23, January 2002



Discussion

Current routine MR imaging studies determine the
anatomic location of a demyelinating lesion, yet there
are few methods for evaluating the functional conse-
quences of axonal conduction loss due to demyelina-
tion. Moreover, there are no definitive methods for
relating neuronal disconnection, as occurs in MS, to
cerebral functions (ie, the performance of physical or
cognitive tasks or progression of disability).

Functional MR imaging is a state-of-the-art tech-
nique currently used to study brain function that has
the potential to quantify the effects of demyelination
on cortical activation and processing in MS. The optic
pathway represents a good anatomic target for build-
ing an fMR imaging–based model of MS disease
activity, because it is a pathway frequently involved in
cases of MS. This methodology has been widely used
and has shown promising results for fMR imaging stud-
ies of photic stimulation of the visual cortex (15). The
effect of luminance contrast on the fMR imaging signal

response when using high-field-strength magnets (4 T)
has been recently demonstrated in healthy individuals
(20). Further, experiments using BOLD fMR imaging
have shown visual stimuli such as contrast-reversing
gratings or checkerboard patterns more strongly acti-
vate the primary visual cortex compared with stimuli
involving diffuse illumination (20). On the basis of these
observations, we chose luminance contrast created by a
flickering checkerboard as our stimulus and found it to
be a robust activator of the primary visual cortex.

There are few fMR imaging studies of the visual
cortex in patients with MS. In a recent study, Rombouts
et al (30) used 1.5 T to assess the visual cortex response
to monocular stimulation in patients with optic neuritis.
Their results revealed a smaller area of activation in the
visual cortex when the affected eye was stimulated com-
pared with the normal eye. Three studies have con-
firmed smaller areas of activation in the visual cortices
of patients with optic neuritis (22, 23, 31). All of these
preliminary studies used a single stimulus for the func-

FIG 2. Composite, axial T1-weighted image and fMR imaging activation map at the level of the primary visual cortex in a healthy
volunteer at three luminance contrast levels: (A) lowest (baseline), (B) intermediate, (C) highest. Activation in the ROI, which represents
the primary visual cortex within the medial portion of the occipital lobes (arrow, C), is shown in red and yellow, with yellow corresponding
to the relatively more significantly activated voxels.

FIG 3. Composite, axial T1-weighted image and fMR imaging activation map at the level of the primary visual cortex in a patient
with MS at three luminance contrast levels: (A) lowest (baseline), (B) intermediate, (C) highest. Activation in the primary visual
cortex is shown in red and yellow. There is low-level fMR imaging activation in A, no significant change in activation in B, and
prominent activation in C.
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tional experiments. These experiments only reveal in-
formation about the differences between healthy indi-
viduals and patients at high luminance levels.

Our results suggest that modulations in visual stim-
ulation within a graded stimulus characteristic, such
as luminance contrast, can result in quantifiable
changes in fMR imaging BOLD signal and can show
different patterns of activation in patients with MS
compared with those in healthy volunteers. Our re-
sults demonstrated an overall progressive increase in
activated voxels with increased luminance contrast in
controls and patients with MS. The patients showed a
significantly lower number of fMR imaging–activated
voxels at all luminance contrast levels. The patients
showed a statistically significant increase in fMR im-
aging activation at the seventh graded luminance con-
trast level (activation threshold) compared with that
of the second graded level in controls. This might
represent a combination of decreased number of neu-
rons and decreased activation in the diseased axons
along the optic pathway. All of these characteristics
might represent unique fMR imaging patterns and
correlate to changes in cortical activation and pro-
cessing in response to white matter demyelination.

In our investigation, we used a unique methodology
of graded luminance contrast as the stimulus to the
primary visual cortex. We confirmed that there is a
decreased activation of the primary visual cortex in
patients with MS. Moreover, varying the luminance
contrast gave us certainty that this effect is not limited
to a specific luminance contrast level and occurs with
submaximal as well as maximal stimulation of the
visual cortex. Additionally, our fMR imaging para-
digm revealed a pattern of fMR imaging activation
that was more complex than a simple reduction in the
imaging response. The pattern of fMR imaging acti-
vation in patients with MS varied from that of healthy
volunteers in both the slope of the fMR imaging acti-
vation curve as well as in the activation threshold. These
two related characteristics, decreased slope and delayed
activation threshold, shown in the group with MS imply
decreased sensitivity in cortical activation to visual stim-
ulus as compared with healthy controls.

Patients with MS typically recover relatively normal
vision after optic neuritis, but our understanding of
just how this occurs is poor. There are three plausible,
albeit theoretical, ways in which cortical activation
might be involved in the recovery of relatively normal
vision. First, the optic nerve might remyelinate suffi-
ciently to reestablish normal inputs to the lateral
geniculate and primary visual cortex, in which case
the sensitivity of cortical activation would remain nor-
mal. The sensitivity of cortical activation would also
remain normal if compensation for impaired optic
nerve inputs occurred solely at the level of the lateral
geniculate. Although we could detect activation
within the lateral geniculate bodies in a few healthy
volunteers, we were unable to investigate the relation-
ship between the lateral geniculate and cortical acti-
vation because only one or two voxels of BOLD signal
could be discerned within the anatomic boundaries of
the lateral geniculate at 1.5 T. Chen and Zhu (32)

suggest that this obstacle could be overcome by em-
ploying a stronger magnetic field. Second, the once-
injured optic nerve might continue to provide com-
promised stimulation of the primary visual cortex, but
the cortex itself would increase its sensitivity so as to
compensate for the diminished inputs originating
from the optic nerve. Denervation supersensitivity of
this sort has been demonstrated in the brain along
with concomitant alterations in regional metabolism.
For example, positron emission tomography (PET)
studies have revealed increased metabolism in the
basal ganglia occurring in association with denerva-
tion supersensitivity at the dopamine-receptor level
(33). Third, the optic nerve might continue to provide
decreased inputs to the primary visual cortex, which
in turn would evidence proportionately diminished
activation, the relatively normal vision being restored
by way of compensatory increases in the sensitivity of
cortical regions associated with visual processing out-
side the primary visual cortex. Increased metabolism in
extrastriate cortical areas in response to visual stimula-
tion has been demonstrated by PET in a patient with a
developmental anomaly of the visual cortex (34). Such
a compensation by extrastriate cortex, however, is not a
foregone conclusion in visual impairment; this is evi-
denced by Imamura et al’s (35) PET findings of de-
creased regional blood flow in Brodmann’s areas 18 and
19 with visual stimulation of the amblyopic eye in sub-
jects with strabismic amblyopia.

We have demonstrated that the primary visual cor-
tex likely has decreased sensitivity, as manifested by a
decrease in slope and delayed activation threshold of
the fMR imaging visual response curve, making the
first two theoretical mechanisms of compensation af-
ter optic neuritis highly improbable. Werring et al
(36) recently showed an increase in cortical activation
of extrastriate regions in response to visual stimula-
tion by using fMR imaging in patients with MS who
recovered from optic neuritis. Our study comple-
ments the work of Werring and colleagues and adds
to a better understanding of the consequences of
demyelination along the optic pathway in MS.

The complexity of the activation curve generated
by varying luminance contrast levels implies that the
relationship between loss of optic nerve inputs and
activation of the primary visual cortex may not be a
simple one-to-one association. Patients with MS
might have demyelinating plaques at multiple foci
within the optic pathways and visual processing areas.
Some of these plaques might be too small to be
detected on conventional MR images, and even nor-
mal-appearing white matter might be altered in the
brains of patients with MS as shown with magnetiza-
tion transfer imaging (37) and MR spectroscopy (38).
In addition, there is a new appreciation for the degree
of axonal and neuronal injury occurring throughout
the brains of patients with MS (39). Our findings
suggest that fMR imaging might provide a measure,
not only of the functional consequences of impaired
optic nerve conduction but also of impaired cortical
processing. It is probable that MS lesions remote from
the optic pathways could affect processing within the

64 FARO AJNR: 23, January 2002



primary visual cortex. That inputs other than those orig-
inating from the optic nerve impinge on the primary
visual cortex has been demonstrated in PET studies
showing increased metabolism in the primary visual cor-
tex of blind subjects reading Braille (40). Studies are
currently underway in our laboratory to distinguish the
cortical consequences of optic neuritis from the conse-
quence of more widespread demyelination.

Our findings are preliminary and extremely encour-
aging in showing the potential clinical utility of fMR
imaging in measuring cerebral dysfunction due to de-
myelinating brain disease, a field that we believe war-
rants further investigation. The application of fMR im-
aging technology to MS might ultimately prove
invaluable in defining subtypes of disease, in monitoring
the progression of disease, and in assessing the response
to both current and experimental drug therapies.

References
1. Paty DW, Li DKB. UBD MS/MRI Study group, IFNB multiple

sclerosis study group. Interferon beta-1b is effective in relapsing-
remitting multiple sclerosis, II: MRI analysis results of a multi-
center, randomized, doubleblinded, placebo-controlled trial. Neu-
rology 1993;43:662–666

2. Poser CM, Paty DW, Scheinberg L, et al. New diagnostic criteria
for multiple sclerosis: guidelines for research protocols. Ann Neu-
rol 1983;13:227–231

3. Fillippi M, Horsfield MA, Tofts PS, et al. Quantitative assessment
of MRI lesion load in monitoring the evolution of multiple sclero-
sis. Brain 1995;118:1601–1612

4. Fillippi M, Campi A. Brain magnetic resonance imaging and mul-
timodal evoked potentials in benign and secondary progressive
multiple sclerosis. J Neurol Neurosurg Psychiatry 1995;58:31–37

5. Plant GT, Kermode AG. Symptomatic retrochiasmal lesions in
multiple sclerosis: clinical features, visual evoked potentials, and
magnetic resonance imaging. Neurology 1992;42:68–76

6. Celesia GG, Peachey NS. Visual evoked potentials: recent advance.
Electroencephalogr Clin Neurophysiol 1996;46(Suppl):3–14

7. Porciatti V, Sartucci F. Retinal and cortical evoked responses to
chromatic contrast stimuli: specific losses in both eyes of patients
with multiple sclerosis and unilateral optic neuritis. Brain 1996;
119:723–740

8. Cuypers MH, Dickson K, Pinckers AJ, et al. Discriminative power
of visual evoked potential characteristics in multiple sclerosis.
Documenta Ophthalmologica 1995;90:247–257

9. Evans AC, Frank JA, Antel J, et al. The role of MRI in clinical
trials of multiple sclerosis: comparison of image processing tech-
niques. Ann Neurol 1997;41:1, 125–131

10. Mainero C, De Stefano N, Iannucci G, et al. Correlates of MS
disability assessed in vivo using aggregates of MR quantities.
Neurology 2001;56:1331–1334

11. Foong J, Rozewicz L, Quaghebeur G, et al. Executive function in
multiple sclerosis, I: the role of frontal lobe pathology. Brain 1997;
120:15–26

12. Peterson R, Kokmen E. Cognitive and psychiatric abnormalities in
multiple sclerosis. Mayo Clin Proc 1989;64:657–663

13. Ogawa S, Tank DW, Menon R, et al. Intrinsic signal changes accom-
panying sensory stimulation: functional brain mapping with magnetic
resonance imaging. Proc Natl Acad Sci U S A 1992;89:5951–5955

14. Monnen CT, Bandettini PA, eds, Functional MRI. Berlin, Ger-
many: Springer-Verlag; 1999

15. Tootell RBH, Reppas JB, Kwong KK, et al. Functional analysis of
human MT and related visual cortex areas using magnetic reso-
nance imaging. J Neurosci 1995;15:3215–3230

16. Tootell RBH, Dale A, Sereno MI, et al. New images form human
visual cortex. Trends Neurosci 1996;19:481–489

17. Kwong KK, Belliveau JW, Chesler DA, et al. Dynamic magnetic
resonance imaging of human brain activity during primary sensory
stimulation. Proc Natl Acad Sci U S A 1992;89:5675–5679

18. Barker JR, Weisskoff RM, Stern CD, et al. Statistical assessment of
functional MRI signal change. Proceedings of the Second Annual

Meeting of the International Society of Magnetic Resonance in Med-
icine. San Francisco, August 1994:626

19. Thomas CD, Gati JS, Menon RS. Neural frequency and hemody-
namic response of human primary visual cortex as determined by
EPI BOLD fMRI. Proceedings of the Fifth Annual Meeting of the
International Society of Magnetic Resonance in Medicine. San Fran-
cisco, August 1997:1641

20. Goodyear BG, Menon RS. Effect of luminance contrast on BOLD
fMRI response in human primary visual cortex. J Neurophysiol
1998;79:2204–2207

21. Goodyear BG, Menon RS. The effect of absolute luminous inten-
sity of BOLD fMRI response in primary visual areas. Proceedings
of the Fifth Annual Meeting of the International Society of Magnetic
Resonance in Medicine. Vancouver, April 1997:713

22. Gareau PJ, Mitchell JR, Gati JS, et al. Reduced BOLD fMRI signal
changes in the primary visual cortex of MS patients with unilateral
optic neuritis: correlation with Visual Evoked Potentials. Proceed-
ings of the Seventh Annual Meeting of the International Society of
Magnetic Resonance in Medicine. Philadelphia, May 1999:502

23. Langkilde AR, Rostrup E, Frederiksen JL, et al. Functional MR
imaging (fMRI) of the visual cortex in patients with previous optic
neuritis. Proceedings of the Seventh Annual Meeting of the Interna-
tional Society of Magnetic Resonance in Medicine. Philadelphia, May
1999:1629

24. Rombouts SA, Lazeron RH, Scheltens P, et al. Visual activation
patterns in patients with optic neuritis: an fMRI pilot study. Neu-
rology 1998;50:1896–1899

25. Beck RW, Cleary PA, Trobe JD, et al. The effect of corticosteroids
for acute optic neuritis on the subsequent development of multiple
sclerosis. N Engl J Med 1993;329:1764–1769

26. Broadmann K. Vergleichende Lokalisationslehre der Grobhirn-
rinde. Bath, England: Leipzig; 1909

27. Shapley RM. Visual sensitivity and parallel retinocortical chan-
nels. Ann Rev Psychol 1990;41:635–658

28. Woods RP, Cherry SR, Mazziotta JC. Rapid automated algorithm
for aligning and reslicing PET images. J Comput Assist Tomogr
1992;17:620–633

29. Talairach J, Tournoux P. Co-Planar Stereotaxic Atlas of the Hu-
man Brain. New York, NY: Thieme Medical Publishers Inc; 1988

30. Rombouts SARB, Barkhof F, Uitdehaag BMJ, et al. fMRI of the
visual cortex: a pilot study on activation patters of patients with
optic neuritis using monocular stimulation. Proceedings of the Fifth
Annual Meeting of the International Society of Magnetic Resonance in
Medicine. Vancouver, April 1997: 516

31. Yousry TA, Berry I, Filippi M. Functional magnetic resonance
imaging in multiple sclerosis. J Neurol Neurosurg Psychiatry 1998;
64(Suppl)1:S85–S87

32. Chen W, Zhu HX. Correlation functional activation sizes between
lateral geniculate nucleus and primary visual cortex in human
brain: a high resolution fMRI study at 4T. Proceedings of the
Seventh Annual Meeting of the International Society of Magnetic
Resonance in Medicine. Philadelphia, May 1999:440

33. Antonini A, Vontobel P, Psylla M, et al. Complementary positron
emission tomographic studies of the striatal dopaminergic system
in Parkinson’s disease. Arch Neurol 1995;52:1183–1190

34. Ptito M, Johannsen P, Faubert J, et al. Activation of human extra-
geniculostriate pathways after damage to area V1. Neuroimage
1999;9:97–107

35. Imamura K, Richter H, Fischer H, et al. Reduced activity in the
extrastriate visual cortex of individuals with strabismic amblyopia.
Neurosci Lett 1997;225:173–176

36. Werring DJ, Miller DH, Bullmore ET, et al. Extensive brain acti-
vation following recovery from optic neuritis: a pilot study using
functional magnetic resonance imaging (fMRI). Proceedings of the
Seventh Annual Meeting of the International Society of Magnetic
Resonance in Medicine. Philadelphia, May 1999:942

37. Loevner LA, Grossmann RI, McGowan JC, et al. Characterization
of multiple sclerosis plaques with T1-weighted MR and quantitative
magnetization transfer. AJNR Am J Neuroradiol 1995;16:1473–1479

38. Roser W, Hagberg G, Mader I, et al. Proton MRS of gadolinium-
enhancing MS plaques and metabolic changes in normal-appear-
ing white matter. Magn Reson Med 1995;33:811–817

39. Ransohoff RM, Trapp BD, Peterson J, et al. Axonal transection in the
lesions of multiple sclerosis [comment]. N Engl J Med 1998;29:338:
323–325

40. Sadato N, Pascual-Leone A, Grafman J, et al. Activation of the
primary visual cortex by Braille reading in blind subjects. Nature
1996;380:526–528

AJNR: 23, January 2002 MULTIPLE SCLEROSIS 65


