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Shinji Naganawa, Nobutaka Hattori, and Shigeki Aoki

ABSTRACT

BACKGROUND AND PURPOSE: Impaired glymphatic function has been suggested to be implicated in the pathophysiology of MS
and aquaporin-4 immunoglobulin G-positive neuromyelitis optica spectrum disorder. This study aimed to investigate the interstitial
fluid dynamics in the brain in patients with myelin oligodendrocyte glycoprotein antibody disorders (MOGAD), another demyelinat-
ing disorder, using a noninvasive imaging technique called the diffusivity along the perivascular space (ALPS) index.

MATERIALS AND METHODS: A prospective study was conducted on 16 patients with MOGAD in remission and 22 age- and sex-
matched healthy control subjects. MR imaging was performed using a 3T scanner, and the ALPS index was calculated using diffusion
MR imaging data with a b-value of 1000 s/mm2. The ALPS index and gray matter volumes were compared between the 2 groups,
and these parameters were correlated with the Expanded Disability Status Scale.

RESULTS: The mean ALPS index of patients with MOGAD was significantly lower than that of healthy controls (Cohen d¼ 0.93,
false discovery rate–corrected P¼ .02). The lower mean ALPS index was significantly associated with a worse Expanded Disability
Status Scale score (Spearman r ¼ �0.51; 95% CI, �0.85 to �0.02; P¼ .03). However, cortical volume and deep gray matter volume
were not significantly different between the 2 groups, and they were not correlated with the Expanded Disability Status Scale.

CONCLUSIONS: This study suggests that patients with MOGAD may have impaired glymphatic function, as measured by the ALPS
index, which is associated with patient disability. Further study is warranted with a larger sample size.

ABBREVIATIONS: ALPS ¼ diffusivity along the perivascular space; EDSS ¼ Expanded Disability Status Scale; FA ¼ fractional anisotropy; FDR ¼ false discovery
rate; IgG ¼ immunoglobulin G; MOG ¼ myelin oligodendrocyte glycoprotein; MOGAD ¼ myelin oligodendrocyte glycoprotein antibody disorders; NMOSD ¼
neuromyelitis optica spectrum disorder; QRAPMASTER ¼ quantification of relaxation times and proton density by multiecho acquisition of a saturation-recovery
by using turbo spin-echo readout

Myelin oligodendrocyte glycoprotein antibody disorders
(MOGAD) is a newly recognized entity of demyelinating

disorders of the CNS defined by the presence of serum immuno-
globulin G (IgG) autoantibodies against myelin oligodendrocyte
glycoprotein (MOG).1,2 MOGAD occurs in both children and

adults and is distinct from other neuroinflammatory and demyeli-
nating diseases such as MS or aquaporin-4 IgG-positive neuromye-
litis optica spectrum disorder (NMOSD).3,4 In MOGAD, similar to
other demyelinating disorders, breakdown of the BBB and blood-
CSF barrier occurs.5,6 The pathologic hallmark of MOGAD is
coexisting perivenous and confluent demyelination with relatively
preserved oligodendrocytes.4,7 A CD4-positive T-cell activation
with cytokine release and granulocytic inflammation is typical,4,7,8

while humoral immunity with complement deposition is occasion-
ally observed.4,7,9 In addition, the production of reactive oxygen
species and the accumulation of iron in the CNS contribute to the
disease burden observed in experimental animal models of demye-
lination.10,11 A waste-clearing system of the brain may be useful in
avoiding further tissue damage due to the accumulation of neuro-
toxic waste products following inflammatory activity.

While the brain lacks a conventional lymphatic system, recent
studies have shown evidence of the existence of a waste-clearance
system called the “glymphatic system.”12,13 This system is highly
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organized and functions as a fluid transport system, where CSF
enters the brain parenchyma and disperses throughout the interstitium
via perivascular spaces created by the vascular end-feet of astrocytes.
CSF mixes with interstitial fluid, including waste products, and flows
through perivenous spaces toward the brain meninges, where it is col-
lected and exported from the CNS via meningeal and cervical lym-
phatic vessels.14 The deposition of iron causes impairment of the
glymphatic system,15 which, in turn, leads to the accumulation of reac-
tive oxygen species.16 The glymphatic system also clears signaling
molecules associated with neuroinflammation,17 and impaired
glymphatic function in the presence of neuroinflammation may
worsen inflammation by inhibiting the removal of cytokines from
the brain.18

Despite the increasing interest in the glymphatic system, the lack
of noninvasive techniques has hindered the in vivo assessment of its
function. Recent studies have used MR imaging to assess glymphatic
function, with most using a relatively invasive technique involving
the administration of a gadolinium-based contrast agent via intra-
thecal or IV injection.19 However, a diffusion-weighted MR imaging
technique called diffusivity along the perivascular space (ALPS) has
been proposed as a promising noninvasive alternative that does not
require the use of tracers.20,21 ALPS calculates the diffusivity along
the deep medullary vein and perivascular space at the level of the lat-
eral ventricle body, providing a measure of perivascular clearance ac-
tivity in the human brain. A recent study validated the ALPS index
as a measure of glymphatic function by correlating it with glym-
phatic function measurements based on MR imaging after intrathe-
cal administration of a gadolinium-based contrast agent.22 The
ALPS index was found to be lower in various neurologic disorders
such as Alzheimer disease23 and Parkinson disease24 compared with
healthy volunteers. In addition, the ALPS index was also lower in
MS and NMOSD than in healthy controls, suggesting an impaired
glymphatic system in these demyelinating disorders.25,26

Therefore, we hypothesized that the glymphatic system is
impaired in patients with MOGAD and contributes to clinical
disability by indirectly worsening inflammatory and neurodege-
nerative processes due to the inefficient removal of soluble waste
products, maintaining a proinflammatory state of the brain tis-
sue. We investigated patients with MOGAD using ALPS and cor-
related the measurements with clinical disability.

MATERIALS AND METHODS
Study Participants
This study was approved by the institutional review board of
Juntendo University Hospital, and written informed consent was
obtained from all participants. We prospectively recruited 16
patients diagnosed with MOGAD (defined as MOG-antibody
positivity using cell-based assays in the context of an acute
demyelinating event in patients presenting with a MOGAD phe-
notype without red flags against a diagnosis of MOGAD, as previ-
ously described2,27) from March 2018 to February 2022.
Disability was assessed using the Expanded Disability Status Scale
(EDSS).28 Patients were consecutively recruited during the remis-
sion phase of the disease and had been on stable disease-modify-
ing treatment, oral corticosteroids, or no treatment for at least
3months and had been free of clinical relapse within the
3months and IV corticosteroid use within 1 year before MR

imaging. As a control group, we also recruited 22 age- and sex-
matched healthy subjects without neurologic and psychological
symptoms or a history of neuropsychological disorders. Acquired
images were confirmed not to include abnormalities such as
moderate-to-severe WM ischemic lesions (Fazekas grade 2 or
higher29), brain infarction, or tumors.

Image Acquisition and Processing
MR imaging was performed using a 3T scanner (Discovery
MR750w; GE Healthcare) with a 19-channel head coil. All par-
ticipants underwent diffusion MR imaging, 3D T1-weighted
imaging, and a 2D axial quantification of relaxation times and
proton density by multiecho acquisition of a saturation-recov-
ery by using turbo spin-echo readout (QRAPMASTER) pulse
sequence.

Diffusion MR imaging was performed using a single-shot
echo-planar imaging sequence along 30 motion-probing gra-
dient directions with b¼1000/mm2. In addition, a volume of
non-diffusion-weighted images was acquired. The other
sequence parameters were the following: TR¼ 5000ms, TE¼
88.2ms, FOV¼ 256 � 256 mm, matrix size¼ 256 � 256, echo-
train length¼ 128, bandwidth¼ 1953.12 kHz, section thickness/
gap¼ 4.0/1.0mm, slices¼ 30, and acquisition time¼ 2minutes
37 seconds. All data sets were visually inspected for artifacts. We
corrected in-plane and through-plane distortions of the DWIs
caused by eddy currents and motion by using affine brain registra-
tion to the non-diffusion-weighted images.30 Processed images
were further denoised using position-orientation adaptive smooth-
ing based on the propagation-separation approach.31 The frac-
tional anisotropy (FA) map was computed using diffusion data
with b¼0 and 1000 s/mm2 by fitting a tensor model. Postprocessing
was performed with an in-house program in Matlab (release 2018a;
MathWorks).

The acquisition parameters for the 3D T1-weighted images
(inversion-recovery spoiled gradient-echo) were as follows: TR¼
7.6 ms, TE ¼ 3.09 ms, TI ¼ 400 ms, bandwidth ¼ 244Hz/pixel,
section thickness ¼ 1mm, FOV ¼ 256 � 256mm, matrix size ¼
256� 256, and acquisition time¼ 5minutes 45 seconds.

The QRAPMASTER is a method of acquisition that uses a
multislice, multiecho, multisaturation-delay saturation-recov-
ery turbo spin-echo technique to collect images with combina-
tions of 2 TEs and 4 saturation-delay times.32 We used TEs of
16.9 and 84.5ms and delay times of 146, 546, 1879, and
3879ms. The other parameters were as follows: TR¼
4.0 seconds, FOV¼ 240 � 240mm, matrix¼ 320 � 320, echo-
train length¼ 10, bandwidth¼ 31.25 kHz, section thickness/
gap¼ 4.0/1.0mm, slices¼ 30, and acquisition time¼ 7minutes
12 seconds. The 8 complex images obtained per section were
postprocessed using the SyMRI software (Version 8.0;
SyntheticMR) to derive longitudinal R1 relaxation and trans-
verse R2 relaxation rates and proton density. Synthetic FLAIR
images were created using the R1, R2, and proton density
maps with the following postprocessing parameters: TR¼
15,000ms, TE¼ 100ms, TI¼ 3000ms. An affine transformation
was performed to register the acquired images using Statistical
Parametric Mapping software (SPM12; http://www.fil.ion.ucl.ac.
uk/spm/software/spm12).
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Lesion Maps
For all patients, hyperintense lesions were automatically segmented
on synthetic FLAIR images by using the lesion-prediction algorithm33

implemented in the Lesion Segmentation Toolbox (Version 2.0.15;
https://www.applied-statistics.de/lst.html)34 running in SPM12. All
lesion maps were visually inspected and manually corrected by an
expert neuroradiologist (A.H.) with 12years of experience. The
whole-brain WM lesion volume in each patient was calculated by
multiplying the lesion area by the section thickness.

Brain Volumes
Before segmentation and volume calculation, the Lesion
Segmentation Toolbox was used to fill the WM lesions detected on
FLAIR images for the 3D T1-weighted images. The cortex and sub-
cortical gray matter were segmented using FreeSurfer (Version 6.0;
http://surfer.nmr.mgh.harvard.edu)35 and the FMRIB Software
Library (Version 6.0.0; http://www.fmrib.ox.ac.uk/fsl),36 respectively.
These segmentation masks were used to calculate the cortical vol-
ume and subcortical gray matter volume for each participant.

Calculation of the ALPS Index
The ALPS index was calculated from the DWI data using a semi-
automated pipeline developed and validated by Taoka et al.37 The
FA maps of all participants were registered to a FMRIB58_FA stand-
ard space image (https://fsl.fmrib.ox.ac.uk/fsl/fslwiki/FMRIB58_FA)
through linear and nonlinear transformations. Spherical ROIs of 5-
mmdiameter were placed in the projection and association fiber areas
at the level of the lateral ventricle bodies in both hemispheres using

the native color-coded FA map of the par-
ticipant with the least warping (ie, the small-
est sum of squared differences) (Fig 1). The
ROIs were registered to the standard space
image and then to the FAmap of each par-
ticipant. The position of the ROI was
manually verified by referring to the
lesion map. If the ROI overlapped with a
lesion, the position of the ROI was man-
ually shifted to avoid overlap while
ensuring that the 2 ROIs were placed
perpendicular to the lateral ventricles.
This step is important because the per-
pendicular alignment between the peri-
vascular space and nerve fiber direction
adjacent to the lateral ventricles may be
disrupted due to demyelination.25

Finally, the ALPS index was calcu-
lated as the mean of the x-axis diffusivity
in the projection area (Dxx,proj) and x-
axis diffusivity in the association area
(Dxx,assoc), divided by the mean of the y-
axis diffusivity in the projection area
(Dyy,proj) and the z-axis diffusivity in the
association area (Dzz,assoc) as follows:

ALPS index ¼ Mean Dxx;proj;Dxx;assocð Þ
Mean Dyy;proj;Dzz;assocð Þ :

The left and right ALPS indices were then averaged and used
for statistical analysis. An ALPS index close to 1.0 suggests mini-
mal diffusivity along the perivascular space, while a higher value
indicates increased diffusivity.

Statistical Analysis
Demographic variables for patients with MOGAD and healthy
controls were compared using a t test or x 2 test as appropriate.
Structural MR imaging metrics and the mean ALPS index were
compared between patients with MOGAD and healthy controls
using a t test, with false discovery rate (FDR) correction applied
to consider multiple comparisons of these MR imaging metrics.
Cohen d effect sizes of the group differences were calculated. The
Spearman rank correlation test was used to investigate the associ-
ations of MR imaging measurements in patients with MOGAD
with EDSS scores and disease duration. Matlab was used for sta-
tistical analyses, with statistical significance set at P, .05.

RESULTS
The demographic characteristics of the healthy control group and
patients with MOGAD are presented in the Table. There were no
significant differences in age and sex between the 2 groups. Of
the 16 patients with MOGAD, 14 were receiving chronic oral ste-
roids, while none were on disease-modifying treatments.

Figure 2 displays violin and box plots comparing the MR
imaging metrics of the MOGAD and healthy control groups.
There was no patient with MOGAD who required manual cor-
rection of an ROI to avoid a WM lesion. The mean ALPS index

FIG 1. ROI placement for ALPS index calculation. A, A color-coded FA map shows the distribu-
tion of projection fibers (blue along z-axis) and association fibers (green along y-axis) at the lateral
ventricle level. Spherical ROIs with a 5-mm diameter were placed in the projection and associa-
tion areas. B, A schematic illustration of the relationship between the principal fiber and perivas-
cular spaces, with the perivascular space running parallel to the medullary vein and perpendicular
to the projection and association fibers.

Demographic characteristics of the participants

Healthy Controls MOGAD P Value
No. 22 16 NA
Age (mean) (yr)a 44.77 (SD, 14.58) 44.19 (SD, 17.93) .94
Sex (male/female)b 6:16 4:12 .88
Disease duration (mean) (yr) NA 8.06 (SD, 11.86) NA
EDSS (median) (range) NA 0 (0–7) NA
WM lesion, (mean) (mL) NA 8.81 (SD, 7.67) NA

Note:— NA indicates not applicable.
a The statistical analysis was performed with a t test.
b The statistical analysis was performed with a x 2 test.
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of the patients with MOGAD was significantly lower than that of
the control group (1.58 [SD, 0.13] versus 1.68 [SD, 0.09], FDR-
corrected P¼ .02, Cohen d¼ 0.93). However, cortical volume
and deep gray matter volume did not differ significantly between
patients with MOGAD and healthy controls (459.68 [SD, 49.01] mL
versus 451.73 [SD, 37.97] mL, FDR-corrected P¼ .58, Cohen
d¼ 0.19; 37.00 [SD, 3.97] mL versus 37.86 [SD, 4.00] mL, FDR-
corrected P¼ .58, Cohen d¼ 0.21). Moreover, the mean ALPS
index of the patients with MOGAD was significantly negatively
correlated with EDSS (r ¼ �0.51; 95% CI, �0.85 to �0.02;
P¼ .03) but not with disease duration (r ¼ 0.06; 95% CI,
�0.48�0.52, P¼ .67) (Fig 3). Cortical volume and WM lesion
volume were not significantly correlated with EDSS or disease
duration.

DISCUSSION
In the current study, we investigated the function of the intersti-
tial fluid dynamics in patients with MOGAD in remission, using
a noninvasive MR imaging metric called the ALPS index, which
measures diffusivity along the perivascular space. Our results
showed that the ALPS index was significantly lower in patients
with MOGAD compared with healthy controls, indicating
reduced interstitial fluid dynamics, which may suggest impaired
glymphatic system function in MOGAD. Additionally, we found
a significant correlation between the ALPS index in patients with
MOGAD and their clinical disability.

Impaired interstitial fluid dynamics, as indicated by a decreased
ALPS index, has also been reported in other neuroinflammatory
diseases, namely MS and NMOSD.25,26 Like our study, these

FIG 3. Scatterplots are presented to show the correlations between clinical characteristics and MR imaging metrics. An asterisk indicates statis-
tical significance at P, .05.

FIG 2. Violin and box plots of the MR imaging metrics compared between the MOGAD and healthy control groups. The asterisk indicates FDR-
corrected P, .05; ns, indicates no significance.
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previous studies investigated patients during their relapse-free
phase. Neuroinflammation can impede the process of vascular
polarization of aquaporin-4 from the astrocytic end-feet toward
the soma due to abnormal localization of aquaporin-4, ultimately
resulting in a reduction in glymphatic flow.17 Several studies have
demonstrated that conditions associated with chronic neuroin-
flammation can sustain this decreased glymphatic flow.38-40

Additionally during inflammation, immune cells that infiltrate
the perivascular spaces are known to accumulate, potentially
obstructing the flow of fluid around the blood vessels and
impeding the influx of CSF.41-43 This disruption in glymphatic
flow, along with the resulting buildup of cytokines and meta-
bolic wastes, may contribute to a harmful cycle that perpetuates
neuroinflammation.44 Previous damage to the glymphatic sys-
tem during the attack phase, ongoing inflammation and neuro-
degeneration, or both can be possible causes of the decreased
ALPS index in demyelinating disorders, including MOGAD
investigated in the current study.

A previous study demonstrated lower cortical and deep gray
matter volumes in patients with MOGAD compared with healthy
controls,45 while the current study did not show a statistically sig-
nificant difference. Additionally, the previous study showed a sig-
nificant negative correlation between deep gray matter volume
and the EDSS score, which was not observed in the current study.
These discrepancies could be due to the smaller sample size of
the current study. However, the current study found a significant
difference in the ALPS index between patients with MOGAD and
healthy controls, as well as a significant negative correlation
between the index and EDSS scores. Therefore, the ALPS index
may be a more sensitive biomarker for reflecting the disease pro-
cess of MOGAD than brain volumes. The causative role of glym-
phatic dysfunction in patient disability should be investigated
through longitudinal studies. Such studies may eventually evalu-
ate the potential of glymphatic function assessment as a predic-
tive marker of relapse and disease progression.

In MS, the ALPS index showed a correlation with disease du-
ration, whereas in NMOSD and MOGAD, it did not. This finding
may suggest an early glymphatic function impairment in
NMOSD and MOGAD, which could be linked to the pathophysi-
ology of the diseases, because these 2 disorders rarely have a pro-
gressive disease course.2 In these disorders, the severity of clinical
manifestations is likely to be influenced by the magnitude of the
pathogenic mechanism, irrespective of the disease duration.

There are some limitations to the current study. First, the
sample size was small. A further study is warranted with a larger
sample size to confirm our findings. Second, the ALPS index is
limited in its ability to assess glymphatic function throughout the
entire brain due to its reliance on the geometric relationship
between projection and association fibers and medullary arteries
and veins in the lateral ventricle body.20,46 Therefore, the ALPS
index can be evaluated only at the lateral ventricle body level.
Additionally, the ALPS index does not exclusively measure the
diffusivity of the perivenous space surrounding the deep medul-
lary vein but is also affected by the surrounding WMmicrostruc-
ture within the ROI. Also, the timescale of the measurement by
the ALPS index is much shorter than the actual rate of flow for
glymphatic clearance.47 Hence, careful interpretation and further
investigation of the ALPS index are necessary. Furthermore, we

did not use gadolinium-based contrast agents to measure glym-
phatic function in our study. While the use of CSF tracers is
rather invasive, it is currently considered the criterion standard
for assessing glymphatic function.46 However, the ALPS index
has shown a high correlation with glymphatic function measures
obtained through MR imaging with administration of an intra-
thecal gadolinium-based contrast agent.22

CONCLUSIONS
We used the ALPS index, a noninvasive method, to assess the
function of the glymphatic system. We demonstrated that
patients with MOGAD exhibit impaired glymphatic function and
that reduced glymphatic function is linked to patient disability.
The findings of this study could potentially enhance our under-
standing of the pathophysiology of MOGAD and contribute to
the development of new therapeutic strategies.

Disclosure forms provided by the authors are available with the full text and
PDF of this article at www.ajnr.org.
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