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Alterations in Cortical Thickness and Subcortical
Volume are Associated With Neurological Symptoms
and Neck Pain in Patients With Cervical Spondylosis
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BACKGROUND: Advanced cervical spondylosis (CS) can cause structural damage to the
spinal cord resulting in long-term neurological impairment including neck pain and
motor weakness. We hypothesized long-term structural reorganization within the brain
in patients with CS.

OBJECTIVE: To explore the associations between cortical thickness, subcortical volumes,
neurological symptoms, and pain severity in CS patients with or without myelopathy and
healthy controls (HCs).

METHODS: High-resolution T1-weighted structural magnetic resonance imaging (MRI)
scans from 26 CS patients and 45 HCs were acquired. Cortical thickness and subcortical
volumes were computed and compared to the modified Japanese Orthopedic Association
(mJOA) and the Neck Disability Index (NDI) scores.

RESULTS: Cortical thinning within the superior frontal gyrus, anterior cingulate,
precuneus, and reduction in putamen volume were associated with worsening neuro-
logical and pain symptoms. Among the strongest associations were cortical thickness
within the left precuneus (R?> = 0.34) and left and right putamen (R?> = 0.43, 0.47, respec-
tively) vs mJOA, and the left precuneus (R? = 0.55), insula (R?> = 0.57), and right putamen
(R?> = 0.54) vs NDI (P < .0001 for all). Cortical thickness along Brodmann areas 3a, 4a, and
4p were also moderately associated with mJOA. Preliminary evidence also suggests that
patients with CS may undergo cortical atrophy at a faster rate than HCs.

CONCLUSION: Patients with CS appear to exhibit cortical thinning and atrophy with
worsening neurological and pain symptoms in specific brain regions associated with
sensorimotor and pain processing.
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cervical spine imaging has shown inconsistent
correlation with neurological symptoms and
limited predictive power in determining surgical
outcomes.””” Thus, there remains a critical gap in
our knowledge base regarding the development
of neurological symptomatology in patients with
DCM, which often occurs as a result of advanced
compression of the spinal cord from cervical
spondylosis (CS). A better understanding of the
impact of this and other types of spinal cord
injury (SCI) on the entire central nervous system
as a unit is desperately needed, and may help
bridge our current knowledge gaps.
Laboratory®? and clinical studies'®' have
demonstrated that SCI can induce deleterious
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cortical alterations ranging from atrophy of projecting neurons
to cell death. Investigations by Freund et al'®>*'4 and Hou et al'?
demonstrated that SCI patients had significant cortical atrophy
in the primary motor and sensory regions, and that the degree of
gray matter loss correlated to functional status. The significance
of these findings, and a major rationale for this line of study, is
that permanent structural changes in the brain could serve as a
potential barrier to clinical recovery in spite of repair of the local
injury site.!!

Previous investigations regarding the supraspinal alterations
that occur during the pathogenesis of DCM have been more
focused on the functional brain alterations associated with this
disorder,!>>1° rather than assessing structural changes. In the
present study, we seek to probe sensorimotor networks for struc-
tural cortical and subcortical changes related to SCI and its
relationship with neurological impairment.

Additionally, neck pain has been largely understudied in CS
patients. Brain imaging studies in patients with other chronic
pain conditions have reported extensive structural and functional
changes.'”"?3 Together, these studies have helped establish a
conceptual framework for a common “pain matrix,” including
regions of the thalamus, insular cortex, cingulate cortex, and the
dorsolateral prefrontal cortex (DLPFC),!7+?* consistent with a
maladaptive response to recurring pain. Another goal of this inves-
tigation was to obtain a better understanding of the supraspinal
response to neck pain that may occur in patients with CS.

METHODS

Patient Population

A total of 26 CS patients with or without myelopathy were prospec-
tively enrolled in this cross-sectional study involving observational
magnetic resonance imaging (MRI) and evaluation of neurological
function. Patients were recruited from an outpatient neurosurgery
clinic, and each had at least moderate cervical stenosis on standard
cervical MRI. Patients with any additional neurological conditions,
such as multiple sclerosis, were excluded from this study. All patients
signed Institutional Review Board approved consent forms, and all
analyses were done in compliance with the Health Insurance Porta-
bility and Accountability Act. The cohort included 20 males and 6
females, with a mean age of 59 yr (range 40-80). The modified Japanese
Orthopedic Association (mJOA) score was used as a measure of neuro-
logical function.”> The mean mJOA score for the patient cohort was
15 (range 9-18). Of the 26 patients, 6 had neck pain only without
neurological symptomatology (mJOA = 18), 14 presented with mild
myelopathy (mJOA of 15-17), and 6 presented with moderate to severe
myelopathy (mJOA < 14). The Neck Disability Index (NDI) was
used as a measure of neck pain and disability.?"*” Of the 26 patients
enrolled in this study, 23 had NDI scores (nonpercentage scale, range
0-37): 8 had no disability (0-4), 10 had mild disability (5-14), 1 had
moderate disability (15-24), 1 had severe disability (25-34), and 2 had
complete disability (35-50). A cohort of 17 neurologically intact, healthy
volunteer subjects (11 males and 6 females with average age of 40 yr,
range 25-62) underwent the same MRI protocol for comparison. MRI
data from an additional 28 healthy control (HC) subjects (21 males
and 7 females) older than age 40 yr and similar T1 scans were extracted
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from the Pain and Interoception Imaging Network (PAIN) Repository,
(http://uclacns.org/programs/pain-research-program/pain-repository/)
maintained by the Center for the Neurobiology of Stress and Resilience.
Neurological disease was an exclusionary factor for the HC group. The
HC group had a significantly lower mean age (46) compared to the
patient group (59, 2-sided #-test, P < .001), but age was accounted
for as a covariate in the analyses. Patients did not significanty differ
from controls in terms of body mass index (BMI, #test, P = .4) or sex
(Chi-squared test, P = .2). CS and HC demographics are summarized
in Table 1.

28

MRI Acquisition

High-resolution 3-dimensional (3-D) T1-weighted structural MRIs
were acquired on a 3T MR scanner (Siemens Prisma or Trio; Siemens
Healthcare, Erlangen, Germany) using a 3-D magnetization-prepared
rapid gradient-echo sequence in either the coronal, sagittal, or axial orien-
tation, a repetition time (TR) of 2300 to 2500 ms, an echo time (TE) of
2 to 3 ms, an inversion time (TT) of 900 to 945 ms, a flip angle of 9°,
and a field of view and matrix size chosen for 1 mm? isotropic voxel size.
CS patients also underwent routine clinical MRI of the spine, including
T2w anatomic axial and sagittal scans, which were used to measure the
anterior-posterior spinal canal diameter at the site with the largest extent
of compression to obtain an MRI version of the Torg-Pavlov ratio,” and
to record the presence of T2 hyperintensity in the spinal cord.

Image Processing and Analysis

Cortical segmentation and computation of cortical thickness
was performed using FreeSurfer (https://surfer.nmr.mgh.harvard.
edu/fswiki)**3> on the T1 images. Processed brain surfaces were
smoothed with a full-width half-maximum of 10 mm then registered
to a standard space. Evaluation of the associations of neuroimaging
measures with mJOA scores were performed in the combined group of
HC subjects and CS patients. When examining NDI, HC subjects were
excluded from analyses. Age, which has a predominantly linear relation
to cortical thickness,>?3* was included as a covariate in analyses. The
vertex-wise level of significance was set at P < .05, with multiple compar-
isons correction performed by using Monte Carlo permutations®™ with
a significance level of P < .05.

Multiple linear regression analyses were performed for symptom
variables, age, and neuroimaging measures, which yielded significance
(P-value) for each variable in the model, as well as the goodness-of-
fit for the model (fraction of variance explained, R*) and goodness-
of-fit adjusted for multiple variables (adjusted R?).?3” Multiple linear
regression was performed for cortical thickness in regions identified
by FreeSurfer analysis and defined by the Desikan-Killiany-Tourville
(DKT) atlas.®® Additionally, we analyzed pre- and postcentral gyrii
in relation to mJOA, and anterior cingulate cortex (ACC), insular
cortex, and rostral middle frontal gyrus (equivalent to the DLPFC) in
relation to NDI. The volume of the subcortical regions of the thalamus,
caudate, putamen, and pallidum® were also evaluated via multiple
linear regression for both mJOA and NDI. To ensure the appropri-
ateness of multiple linear regression models, we computed variance
inflation factors (VIF) for age and symptom measure, Goldfeld-Quandt
tests for Heteroskedasticity® at type-I error-corrected rate of 0.05,
and D’Agostino & Pearson normality tests for the residuals.’! Regres-
sions which did not pass these tests were discarded. We also performed
an exploratory analysis of the motor and sensory strips by quanti-
fying thickness on the unsmoothed brain surfaces in sequential 10 mm
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TABLE 1. CS Patients and HC Subjects Cohort Demographics

Subject Population n Age (mean years + SD) Sex BMI (mean =+ SD) mJOA (mean + SD) NDI (mean + SD)
CS Patients 26 59 £ 11years 20M/6F 272+67 154428 10.6 £ 10
HC Volunteers 45 46 + 10 years 32M/13F 262 +4.8 18

segments along the primary motor and primary sensory Brodmann ]

areas (BAs) (Figure, Supplemental Digital Content 1).%2 We computed Left Right

2-way ANOVAs for each BA with group and segment distance as Hemisphere Hemisphere

factors, and Pearson’s correlation coefficients between thickness and
mJOA (for combined CS and HC group) and NDI (for subset
of CS group with NDI scores) at each segment. Both the 2-way
ANOVAs and Pearson’s correlations computations employed Sidak-
Holm*-44 multiple comparisons correction. Regional, as well as whole-
brain, mean cortical thickness with age regressions were also performed
in order to compare age-related changes in brain structure for CS
patients and HC subjects. All analyses were performed using FreeSurfer
(Version 5.3.0, https://surfer.nmr.mgh.harvard.edu/fswiki), GraphPad
Prism (Version 7.0b, La Jolla, California, www.graphpad.com), and
multiple egression was performed in Free Statistics Software (Version
1.1.23-r7, http:/[www.wessa.net/rwasp_multipleregression.wasp/).

RESULTS

Conventional Clinical Spine MRI Findings

The mean anterior-posterior spinal canal diameter at the site
of the largest extent of compression was 6.1 mm (£1.6 mm
standard deviation, range 3.7-10.3 mm), and the mean MRI
equivalent of the Torg-Pavlov ratio was 0.36 (£0.10 standard
deviation, range 0.20-0.58) in the cohort of CS patients. Out of
the 26 CS patients, 14 (54%) presented with T2 hyperintensity
within the cord. Linear regression indicated that neither spinal
canal diameter nor MRI-equivalent Torg-Pavlov were corre-
lated with neurological function (mJOA, R* = 0.092, P = .1,
and R? = 0.050, P = .3, respectively) or neck pain (NDI,
R? < 0.0001, P > .9, and R? = 0.0008, P = .7, respectively).
Subjects with T2 hyperintensity in the spinal cord did not have a
significantly different mJOA from those without (#test, P = .7),
but did present with significantly lower NDI (#test, P = .01).

Association Between Cortical Thickness, Subcortical
Volume, and Neurological Function

Results from the current study demonstrate decreasing cortical
thickness in several brain regions with increasing neurological
deficits and pain severity while accounting for age. Figure 1
highlights results from vertex-wise correlations with mJOA score,
for which there were significantly positively correlated regions
(decreasing cortical thickness with decreasing mJOA, ie, worse
neurological score) within the precuneus bilaterally (Figure 1;
Region 1la, left; Region 1d, right), in the left superior frontal
lobe (Figure 1; Region 1b), and in a region extending across
the right superior frontal lobe and the right caudal anterior
cingulate (Figure 1; Region 1c). The VIF for age and mJOA in
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FIGURE 1. Regions demonstrating a strong association between cortical thickness
and m]OA in CS patients and HC subjects. Red-Yellow denotes increasing cortical
thickness with increasing mJOA score (better neurological function). Regions with
significant associations were identified in the a, left precuneus and cuneus; b, left
superior frontal lobe; ¢, right superior frontal lobe extending into the anterior
cingulate; and d, right precuneus and cuneus.

the multiple linear regressions was 1.14, and cortical thickness
within the precuneus, left superior frontal lobe, caudal anterior
caudate, and pre- and postcentral gyri resulted in an observed
association with both mJOA and age (Table 2). The right superior
frontal lobe presented with a significant association but failed
tests for heteroskedacity and normality of residuals. In addition
to the cortical regions, we observed a significant positive associ-
ation between the volume of the putamen and both mJOA and
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TABLE 2. Multiple Linear Regression of Mean Cortical Thickness and Subcortical Volume with mJOA and Age

Measure Region mJOA  mJOA P-Value Age Age P-Value R? Adj.R?>  Overall Model P-Value
Cortical Thickness LH Precuneus 0.019 .04 —0.0045 .005 0.2214 0.1988 <.001
LH Sup. Frontal 0.020 .04 —0.0030 .09 0.1403 0.115 .006
RH Precuneus 0.032 .001 —0.005 .001 0.3418 0.3224 <.001
Subcortical Volume LH Putamen 145 <.001 -36 <.001 0.4483 0.4321 <.001
RH Putamen 130 <.001 —-35 <.001 0.4903 0.4753 <.001
LH and RH are left and right hemisphere, Sup. denotes Superior.
age (Multiple Linear Regression, R* = 0.4483 for the left, and Left Riaht
R? = 0.4903 for the right putamen). ,e {g
Hemisphere Hemisphere

Examination of patients with CS exclusively (n = 26; excluding
HC:s) uncovered similar reductions in cortical thickness within
the superior frontal lobe, but thinning within the precuneus was
no longer associated with decreased mJOA score (Figure, Supple-
mental Digital Content 2). Multiple linear regression (Table,
Supplemental Digital Content 3) only confirmed the associ-
ation between the reduction in the volume of the left and right
putamen and mJOA (P = .03 and P = .01, respectively), though
the left and right precuneus were trending towards significance
(P=.1and P=.006, respectively, VIF for age and mJOA of 1.14).

Association Between Cortical Thickness, Subcortical
Volume, and Neck Pain

Consistent with trends observed in overall neurological status,
results demonstrated a significant association between cortical
thickness and NDI while accounting for age, as illustrated
in Figure 2. We observed a decreasing cortical thickness with
increasing NDI (ie, worse neck pain) in the left and right
precuneus (Figure 2; Regions 2a and 2d), as well as the left
superior frontal lobe (Figure 2; Region 2b), and a region
extending across the superior frontal and portions of the right
ACC (Figure 2; Region 2¢). The VIF for age and mJOA in the
multiple linear regressions was 1.12, and bilateral regions of the
precuneus, right insula, right superior frontal gyrus, and the right
caudal anterior cingulate were all found to be associated with NDI
(Table 3). The right rostral anterior cingulate failed the test for
normality of residuals.

Changes in Primary Sensory and Motor Cortical
Thickness

Examination of cortical thickness across sensory and motor
strips indicated a moderate but significant association between
thickness in BA3a and mJOA at multiple segments as well as
greater mean difference in cortical thickness between CS and
HC groups (Figure 3 for sensory; and Figure 4 for motor). Both
primary motor areas examined (BA4a and BA4p, Figure 4A and
Figure 4B, respectively) demonstrated spatially varying moderate
but significant relationships between mJOA scores and mean
cortical thickness, though generally there was no significant differ-
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FIGURE 2. Regions demonstrating a strong association between cortical thickness
and NDI in CS patients. Blue-Light Blue denotes decreasing cortical thickness
with increasing NDI score (worse neck disability) in CS. Regions with significant
associations were identified in the a, left precuneus, b, left superior frontal lobe, c,

right superior frontal lobe extending into the cingulate, and d, right precuneus.

ences between CS and HC groups. When looking at the group
factor for the 2-way ANOVA, most BAs showed a significant
group effect, meaning that while the differences at each segment
were small the general trend for lower thickness across the region
in CS patients was still significant. For NDI, correlations failed to
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TABLE 3. Multiple Linear Regressions of Mean Cortical Thickness and Subcortical Volume with NDI and Age
Measure Region NDI NDI P-Value Age Age P-Value R? Adj.R?  Overall Model P-Value
Cortical Thickness LH Precuneus —0.012 <.001 —0.014 <.001 05934  0.5528 <.001

LH Insula —0.0095 .01 —0.018 <.001 0.6098  0.5708 <.001

RH Caud. Ant. Cingulate —0.021 .003 0.0007 9 0.3954 0.3349 .007

RH Precuneus —0.012 <.001 —0.013 <.001 0.5739 0.5313 <.001

RH Sup. Frontal —0.012 .004 —0.0041 3 0.3524 0.2877 .01
Subcortical Volume  LH Putamen —36 .01 —54 <.001 0.5122 0.4634 <.001

RH Putamen —38 <.001 —45 .001 0.5856 0.5441 <.001

LH and RH are left and right hemisphere, Sup. denotes Superior, Rost. denotes Rostral, Ant. denotes Anterior.

reach statistical significance, potentially due to lack of statistical
power from a smaller cohort of subjects with NDI scores.

Age-Related Changes in Cortical Thickness Between CS
and HCs

Lastly, CS patients demonstrated a greater degree of cortical
thinning with age (Figure 5). Both the left postcentral gryus
(P = .016) and precuneus (P = .028) showed a faster rate of
thinning. Additionally, the left and right putamen (? = .002 and
P=.008, respectively) and the right precuneus (»=.009) showed
lower mean cortical thickness values in CS patients compared
to HC subjects. For whole-brain mean cortical thickness, CS
patients had a faster rate of thinning (loss of 0.0069 mm/yr) than
HC (loss of 0.0036 mm/yr), and though not statistically signif-
icant, the HC rate was comparable to the loss of 0.004 mm/yr
reported in a larger study by Lemaitre et al.?

DISCUSSION
SCl and Brain Changes

Recent studies have demonstrated that SCI can induce atrophic
alterations of the supraspinal neural network, and that the
extent of these changes can correlate with degree of neurological
impairment. Hou et al'? found in SCI patients that gray matter
volume reduction in the primary motor cortex significantly corre-
lated with the American Spinal Injury Association motor score.
Using voxel-based morphometry, Freund et al'* determined that
spinal cord atrophy following SCI was significantly correlated
with degree of cortical atrophy. Moreover, in a separate study,
Freund et al'? established that SCI patients that had lower volume
change of the corticospinal tract at the level of the internal capsule
had a significantly better neurological outcome than those with
a higher volume loss. These investigations highlight some of
the upstream adaptations within the sensorimotor network that
occur following traumatic SCI and their potential impact on both
functional status and recovery.

Comparatively less is known about the supraspinal alterations
that occur as a result of chronic SCI associated with cervical disc
disease. Unique patterns of task-based functional MRI activation
have been observed in DCM patients, who exhibited larger
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areas of activation during simple motor tasks when compared
to HC subjects.!>1® After surgery, these same patients displayed
a smaller area of activation which correlated with neurological
improvement, and was comparable to the area of activation for
the same task in HC subjects.’>"'¢ As with acute traumatic SCI
patients, it is believed that this recruitment of other cortical
areas is a compensatory mechanism designed to maintain neuro-
logical function in the face of diminished efferent and afferent
connections.

Results from the current study support the hypothesis that
chronic SCI related to cervical stenosis results in specific struc-
tural changes within the brain. CS patients displayed a consistent
pattern of brain changes with associated clinical symptoms of
both neurological function (mJOA) and neck pain (NDI), namely
decreases in cortical thickness within precuneus and superior
frontal regions, and decreased volume of the putamen. We also
observed cortical thinning in the anterior cingulate and insula,
and increasing atrophy within BA3a and in primary motor regions
with worsening neurological symptom severity. Patients with CS
also displayed a faster rate of cortical thinning and atrophy with
age compared to HC subjects. These are critically important
findings, and could potentially have an impact on the under-
standing of the pathogenesis of DCM and recovery following
surgical intervention.

Primary Sensorimotor Reorganization with
Neurological Symptoms

The association between decreased cortical thickness within
BA3a and increasing neurological symptom severity is consistent
with the role of BA3a in receiving afferent information regarding
proprioception and motor actions,® as CS patients with
myelopathy are known to have deficits in proprioception®
relating to both gait47 and hand function.*® While cortical
thickness in the precentral gyrus, in general, was not associated
with neurological impairment, subdivisions of the motor strip
(BA4a and BA4p) appeared associated with changes in mJOA.
This lack of widespread changes in the precentral gyrus across
all patients likely reflects the variability in specific motor deficits
across patients (ie, upper or lower extremity deficits) and their
relation to reorganization within the motor cortex.

www.neurosurgery-online.com
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thickness in each segment. For each BA, the P-value for the Group Effect

correlation with mJOA (displayed below the plotted values for the groups
correlations with NDI showed no significant results.

FIGURE 3. Cortical thickness as a function of distance in 1 cm segments across primary sensory Brodmann areas (BAs), including A, BA34; B,
BA3b; C, BAI; and D, BA2. Values in plot reflect mean and 95% confidence intervals for CS patients and HC subjects. The x-axis is distance
from first segment, laterally to medially as illustrated on the figures to the left, the y-axis is cortical thickness, and plotted are the mean values for
each group. Displayed within each plot is the color-coded Pearson correlation cocfficient for the mJOA and NDI scores with the mean cortical

after Sidak-Holm correction is shown for group differences (displayed above plotted values for the groups, denoted by the © symbol) and Pearson’s

in the 2-way ANOVA (group and distance) is displayed. Significance

and above the color-coded bars, denoted by the +’ symbol); Pearson’s
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symbol); Pearsons correlations with NDI showed no significant results.

FIGURE 4. Cortical thickness as a function of distance in 1 cm segments across primary motor BA, including A, BA4a and B, BA4p.
Values in plot reflect mean and 95% confidence intervals for CS patients and HC subjects. The x-axis is distance from first segment,
laterally to medially as illustrated on the figures to the left, the y-axis is cortical thickness, and plotted are the mean values for each group.
Displayed within each plot is the color-coded Pearson correlation coefficient for the mJOA and NDI scores with the mean cortical thickness
in each segment. For each BA, the P-value for the Group Effect in the 2-way ANOVA (group and distance) is displayed. Significance
after Sidak-Holm correction is shown for group differences (displayed above plotted values for the groups, denoted by the © symbol) and
Pearsons correlation with mJOA (displayed below the plotted values for the groups and above the color-coded bars, denoted by the +°

Structural Brain Changes with Chronic Neck Pain
We hypothesized that CS patients would exhibit similar alter-

ations in brain structure to those observed in other chronic
pain conditions. Results from this study confirmed a decrease
in cortical thickness within the cingulate and insular cortices

594 | VOLUME 84 | NUMBER3 | MARCH 2019

may occur with worsening neck pain, which is consistent with
modern theories associated with chronic pain structural reorgani-
zation.'”*?* The ACC is known to be a key area in the central
sensitization in chronic pain, potentially acting by long-term
potentiation,®>* and a decrease in gray matter within the ACC
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FIGURE 5. Association between cortical thickness in the A, precentral gyrus, B, postcentral gyrus, C, precuneus, D, superior frontal lobe,
and E, subcortical putamen volume and age for HC and CS patients. Slopes are denoted by “m” and intercepts are denoted by “’; thus, if the
“‘m” P-value is significant the slopes differ between the groups, while if the “b” P-value is significant the intercepts differ between the groups.
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Putamen Putamen

m, P=0.3 m, P=0.9
b, P=0.002** b, P=0.008**

FIGURE 5. Continued.

has been observed in multiple chronic pain studies.’’*>> These
changes suggest that neck pain exhibited by some patients with
CS may alter neural structures involved in the central sensitization
of pain.

Limitations

An important limitation of the current study was the age differ-
ences between CS and HC subjects. While CS patients had a
higher age on average, we accounted for age as a covariate by
modeling it as a linear factor, which is justified by many studies
involving brain structure and aging.’>** Even when the effects
of age were taken into consideration as a covariate, there were a
number of statistically significant correlations between both the
mJOA and NDI with structural alterations encountered in the
CS cohort. Larger studies or studies involving HC subjects with a
wider age range are warranted to verify our current observations.

CONCLUSION

Patients with CS appear to display cortical atrophy in specific
regions of the brain in association with a wide range of neuro-
logical symptom severity. Results support the central hypothesis
that widespread alterations in the structure of the neuraxis occur
as a result of spinal cord injury. Additionally, results support the
notion that, in addition to primary sensorimotor areas, supple-
mental brain related to the execution of complex movements such
as gait, grasp, and fine hand-motor coordination, are also altered
in the presence of spinal cord compression. Further studies aimed
at verifying our current observations of cortical atrophy as well as
determining whether surgical interventions reverse this degener-
ation are warranted.
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Supplemental Digital Content 1. Figure. Processing details for estimating
cortical thickness along 10 mm segments of the motor and sensory strips. First,
the coordinates of the bilateral Brodmann areas 3a, 3b, 1, 2, 4a, and 4p provided
in the FreeSurfer package A, were imported into MATLAB (MATLAB Version
2014a, hteps://www.mathworks.com/). B, Once imported into MATLAB, the
points were collapsed onto both the 2-dimensional (2-D) plane of their x-
and y-components and onto the 2-D plane of their x- and z-components, and
LOWESS regression with a smoothing window of 10 was used to compute
a representative line in x-y and x-z planes. Then the y- and z-components
were combined with the x-coordinates to form a representative line in 3-D
space. C, The line was defined as starting at the most lateral portion along x-,
and every 10 mm along the length of the line in 3-D space a plane perpen-
dicular to the line was computed and the points that were within 2 consecutive
planes were defined as one 10 mm segment. D, Lastly, the 10 mm segments
for each BA were imported to FreeSurfer and used to extract mean cortical
thickness measures for each subject using their unsmoothed registered cortical
surfaces.

Supplemental Digital Content 2. Figure. Regions demonstrating a strong associ-
ation between cortical thickness and mJOA in group patients with CS only. Red-
Yellow denotes increasing cortical thickness with increasing mJOA score (better
neurological function). Regions with significant associations were identified in
the A, left superior frontal lobe, B, right superior frontal lobe extending into the
anterior cingulate.

Supplemental Digital Content 3. Table. Multiple linear regression of cortical
thickness and subcortical volume with mJOA and age, in the CS group only. LH
and RH are left and right hemisphere, Sup. is Superior.

COMMENT

his is a prospective cross-sectional study examining structural reorga-

nization in the supraspinal neural network following chronic spinal
cord compression. Specifically, the authors looked for correlations
between cortical thickness as well as subcortical volumes on MRI and
neurological severity in patients with chronic spinal cord compression
due to degenerative cervical myelopathy (DCM). Neurological severity
was defined using the mJOA and NDI as measures of neurological
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function and neck pain, respectively. The authors observed cortical
atrophy in the precuneus and superior frontal regions, as well as the
volume of the putamen, with worsening neurological disability and pain.
They also observed decreased thickness in the cingulate and insular
cortices with poorer NDI score.

Previous work in this area has typically focused on acute spinal
cord injury or assessing functional changes (using fMRI) in chronic
spinal cord compression rather than structural changes. Therefore, this

study provides important new evidence towards widespread changes in
the neural-axis following spinal cord injury. However, the study is not
designed to test the hypothesis of correlation between the injury and said
changes, which should be explored in the future.

Michael G. Fehlings
Muhammad Akbar

Toronto, Ontario
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José Orozco’s mural “Epic of American Civilization” is located in
the Baker Library at Dartmouth College, where it
circumnavigates a reading room pinched at the middle by a
service desk. The two wings of the space allowed Orozco to tell a
story in 2 parts: one devoted to the roots of ancient America, the
other characterizing 20th-century America and
post-industrialized society. The sequences in the 2 wings mirror
each other at key points within the cycle. This image, “Ancient
Human Sacrifice”, establishes a point of contrast to its
counterpoint in the other wing, “Modern Human Sacrifice”,
showing the dark side of both historical periods. This panel shows
a practice that fulfilled the needs of that time’s institutionalized
religion, while the modern counterpoint shows the human cost of
militaristic nationalism. Image: Jose Clemente Orozco, “Ancient
Human Sacrifice”. Hood Museum of Art, Dartmouth:
Commissioned by the Trustees of Dartmouth College. © 2019
Artists Rights Society (ARS), New York / SOMAAP, Mexico City.
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