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Relationships between brain tissue damage, oxygen desaturation, and disease

severity in obstructive sleep apnea evaluated by diffusion tensor imaging
Ashish Sahib, PhD'; Bhaswati Roy, PhD"; Daniel Kang, MD? Ravi S. Aysola, MD? Eugenia Wen, MD? Rajesh Kumar, PhD"*4%

"Department of Anesthesiology, University of California Los Angeles, Los Angeles, California; 2Department of Medicine, University of California Los Angeles, Los Angeles,
California; *Department of Radiological Sciences, University of California Los Angeles, Los Angeles, California; “Department of Bioengineering, University of California Los
Angeles, Los Angeles, California; °Brain Research Institute, University of California Los Angeles, Los Angeles, California

Study Objectives: Patients with obstructive sleep apnea (OSA) show brain injury in sites responsible for autonomic, cognitive, and respiratory functions. Brain changes
in OSA may vary with disease severity as assessed by the apnea-hypopnea index (AHI), which does not provide information about the apnea depth and length in contrast
to oxygen desaturation. Although significant associations with brain injury and AHI are known in OSA, it is unclear whether AHI or the extent of oxygen desaturations
better correlate with brain damage. We evaluated associations between brain changes, AHI, and oxygen desaturation using diffusion tensor imaging-based measures.
Methods: We acquired diffusion tensor imaging data from 19 patients with OSA using a 3.0-Tesla MRI scanner and calculated, normalized, and smoothed mean,

axial, and radial diffusivity maps that were used for correlations between brain changes, oxygen desaturation, and AHI values.

Results: Positive correlations with extent of injury (mean, axial, and radial diffusivity values) and AHI appeared in the frontal areas, cingulate and insula,
amygdala, hippocampus, and basal pons, and negative associations emerged in the putamen, internal-capsule, globus-pallidus, and cerebellar cortices. Regional
diffusivity values and oxygen desaturation showed positive correlations in the cingulate, frontal, putamen, and cerebellar sites, and negative relationships in

several areas, including the occipital cortex.

Conclusions: Patients with OSA show negative and positive correlations, indicated by increased and decreased diffusivity values, resulting from chronic and
acute changes in those areas. The extent of injury in OSA partially depends on the extent of AHI and oxygen desaturation, with the effects representing continued

development from acute to chronic processes.

Keywords: issue injury, mood, autonomic, cognition, disease severity, hippocampus
Citation: Sahib A, Roy B, Kang D, Aysola RS, Wen E, Kumar R. Relationships between brain tissue damage, oxygen desaturation, and disease severity in
obstructive sleep apnea evaluated by diffusion tensor imaging. J Clin Sleep Med. 2022;18(12):2713-2721.

BRIEF SUMMARY

desaturations better correlate with brain changes.

indicating AHI to be more reliable than oxygen desaturation.

Current Knowledge/Study Rationale: Obstructive sleep apnea patients show brain injury in various sites and these tissue changes may vary with
disease severity, as assessed by the apnea-hypopnea index (AHI) and oxygen desaturation. However, it is unclear whether AHI or the extent of oxygen

Study Impact: We evaluated associations between brain tissue integrity, AHI, and oxygen desaturation using diffusion tensor imaging-based measures
and showed both negative and positive correlations, indicated by increased and decreased in diffusivity values, resulting from chronic and acute changes,
suggesting continued development from acute to chronic processes. In addition, AHI showed more widespread associations than did oxygen desaturation,

INTRODUCTION

Obstructive sleep apnea (OSA) is a common disorder resulting
from loss of upper airway muscle coordination with diaphragmatic
efforts during sleep, leading to multiple intermittent hypoxic epi-
sodes that result in brain changes. Multiple magnetic resonance
imaging (MRI) procedures have shown brain injury resulting from
the intermittent hypoxia episodes in several autonomic, mood,
and cognitive control areas; these injuries may vary with disease
severity, as assessed by apnea-hypopnea index (AHI) and oxy-
gen desaturation indices. These MRI studies have shown signifi-
cant associations between brain damage and AHI, but it is
unclear whether AHI or oxygen desaturation indices better corre-
late with brain damage in newly diagnosed, treatment-naive
patients with OSA.

Journal of Clinical Sleep Medicine, Vol. 18, No. 12

The primary index used in determination of severity of OSA
is AHI, which describes the number of apneas and hypopneas
per sleep hour.! Both apneas and hypopneas contribute equally
to AHI calculations and the determination of OSA severity,
although their characteristics are very different.”> Apnea or
hypopnea event durations vary between patients with OSA with
a similar AHI,®> which may introduce variable hypoxic/ischemic
loads that contribute to differing extents of brain changes.

In addition to AHI, the respiratory abnormality in OSA is also
characterized by the degree of oxygen saturation (Sa0,), although
its reliability for OSA severity remains unclear.* The extent of oxy-
gen desaturation depends on the baseline oxygen saturation, lung
volume, and apnea duration in the condition.” Oxygen saturation
can reach significantly low values in OSA,*° which can contribute
to similar hypoxia-dose responses in brain tissue as repeated
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intermittent hypoxia events lead to ischemia-reperfusion injury and
contribute to increased production of reactive oxygen species and
oxidative stress.’ Therefore, there is a need to understand the effect
of oxygen desaturation on brain damage in the OSA population.

Multiple MRI procedures, including diffusion tensor imaging
(DTI), which measures motion of water molecules within tissue
and is influenced by various factors, including tissue barriers and
extracellular/extra-axonal fluid and space, have shown brain
changes in patients with OSA. Based on DTI procedures, several
indices, including mean diffusivity (MD), which measures the
average motion of water molecules within tissue, axial and radial
diffusivity (AD and RD), which measure diffusion parallel and per-
pendicular to axons, can be calculated and have provided useful
assessments of brain injury in OSA.*® At acute stages of pathology
after hypoxemia, cytotoxic edematous actions decrease extracellu-
lar water and lead to cell and axonal swelling, reducing extracellu-
lar space, resulting in restricted water diffusion and, thus, reduced
MD, AD, and RD values. However, demyelination or axonal loss
in chronic stages of hypoxemia reduce tissue barriers, increase
extracellular volume, and escalate vasogenic edema, factors that
contribute to increased MD, AD, and RD values.'!! However, the
relationships between whole-brain diffusivity measures with sever-
ity of disease in the context of AHI and oxygen desaturation
(Sa0,) have not been explored.

Our aim was to evaluate correlations between brain changes,
AHI, and SaO, values in recently-diagnosed, treatment-naive
patients with OSA by using DTI-based measures. We hypothe-
sized that both AHI and SaO, would show sites with variable
correlations with brain changes in patients with OSA.

METHODS

Patients

Nineteen newly-diagnosed (age 5.4 = 9.2; body-mass-index [BMI],
3.6 + 6.7 kg/m?; males, 14), treatment-naive patients with OSA
were recruited from the Sleep Disorders Laboratory at the Uni-
versity of California Los Angeles. All patients had undergone
overnight polysomnography and had a moderate-to-severe diag-
nosis (AHI = 15 events/h), with no history of neurological illness
or psychiatric disorders other than OSA condition. Patients with
metallic implants incompatible with the MRI scanner environ-
ment, a history of stroke or traumatic brain injury, heart failure,
lung parenchymal disease, atrial septal defect, ventricular septal
defect, or psychiatric diseases were excluded from the study. All
patients provided written informed consent before undergoing
the study procedures, which were conducted in accordance with
approval from the Institutional Review Board at UCLA.

Overnight polysomnography

Overnight polysomnography data were analyzed following Amer-
ican Academy of Sleep Medicine 1A criteria by a registered sleep
physician at the UCLA Sleep Disorders Clinic. Disease severity
indices included AHI and oxygen saturation change values. AHI
was defined as the ratio of the total number of hypopneas and
apneas over the total number of sleep in hours. Patients with OSA
with an AHI > 15 and < 30 were classified as moderate, while
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those with an AHI = 30 were classified as severe. Oxygen desatu-
ration values were reported based on overnight polysomnography
studies, and the lowest point of oxygen saturation values were rep-
resented as Sa0, nadir. The difference between the baseline oxy-
gen saturation and SaO, nadir (SaO, change) was calculated.

Assessment of sleep and neuropsychologic functions
To investigate sleep quality and daytime sleepiness, we employed
2 self-administered questionnaires,'? including the Pittsburgh
Sleep Quality Index and Epworth Sleepiness Scale, respectively.
For assessment of anxiety'* and depressive'* symptoms in patients
with OSA, we used the Beck Anxiety Inventory (BAI) and Beck
Depression Inventory (BDI) questionnaires. The BAI and BDI
tools are self-administered questionnaires on symptom severity.
Each questionnaire consists of 21 questions with answers ranging
in value from 0 to 3 and total score ranging from 0 to 63.

Cognition assessment

We performed the Montreal Cognitive Assessment test for cogni-
tion examination. This test includes fast screening of various cog-
nitive domains, including attention and concentration, language,
memory, executive functions, visuo-constructional skills, concep-
tual thinking, calculations, and orientation. In addition, the Trial
Making Tests A and B were also conducted, which are used for
evaluating of dementia, including executive function, visual
search, mental flexibility, scanning, and speed of processing.

Magnetic resonance imaging

Brain images from all OSA patients were acquired using a 3.0-Tesla
MRI scanner (Magnetom Trio, A Tim System; Siemens, Erlangen,
Germany). Foam pads were used on both sides of the head to mini-
mize head motion during data acquisition. High-resolution T1-
weighted images were collected using a magnetization-prepared
rapid acquisition gradient echo (MPRAGE) sequence (repetition
time = 2200 ms; echo time = 2.4 ms; inversion time = 900 ms; flip
angle [FA] = 9°; matrix size = 320 X 320; field of view [FOV] =
230 X 230 mm; slice thickness = .9 mm; number of slices = 192).
Proton-density and T2-weighted images (repetition time = 10,000
ms; echo time 1,2 = 17, 134 ms; FA = 130°) were also acquired
simultaneously using a dual-echo turbo spin-echo sequence in the
axial plane, with a 256 X 256 matrix size, 230 X 230 mm FOV,
4-mm slice thickness, and no interslice gap. DTI data were collected
using a single-shot echo planer imaging with twice-refocused
spin-echo pulse sequence (repetition time = 12,000 ms; echo
time = 87 ms; FA = 90°; band width = 1,347 Hz/pixel; matrix
size = 128 X 128; FOV = 230 X 230 mm; slice thickness = 1.7
mm, diffusion values = 0 and 700 s/mm?, diffusion directions =
64, separate series = 2).

Data processing

The statistical parametric mapping package SPM12 (https://www.
fil.ion.ucl.ac.uk/spm/), Diffusion Toolkit,'> and MATLAB-based
(https://www.mathworks.com/) custom software were used for
data processing and analyses. Diffusion- and non—diffusion
weighted images of all patients with OSA were assessed for
any head-motion related or other imaging artifacts before DTI
indices calculations.
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DTl indices calculations and processing

Diffusion tensor metrics were calculated with Diffusion Toolkit
software using diffusion-weighted (b = 700 s/mm?) and non—
diffusion weighted images (b= 0 s/mm?). Using the diffusion tensor
matrices, principal eigen values (A1, A2, and A3) were calculated,'®
and these eigen values were used to derive MD [N = (N1 + N2 +
N3)/3], AD (\|[|| = A1), and RD [AL = (A2 + \3)/2] values at each
Voxel,lé’17 with voxel intensities on the MD, AD, and RD maps
showing the corresponding diffusion values. We used a fixed
threshold value to mask out nonbrain regions and background noise.

The MD, AD, and RD maps derived from each DTI series of
patients with OSA were realigned to remove any potential varia-
tion from head-motion and averaged to increase signal. Similarly,
non—diffusion weighted images were also realigned and averaged.
The averaged MD, AD, and RD maps of all the patients with OSA
were normalized to standard brain Montreal Neurological Institute
(MNI) template space, using non—diffusion weighted images.
Non—diffusion weighted (b0) images were normalized first to
MNI space using a unified segmentation approach,'® and resulting
normalization parameters were applied to corresponding MD, AD,
and RD maps. The normalized MD, AD, and RD maps were
smoothed with a Gaussian filter (10 mm).

Disease severity and brain changes in OSA

Global brain mask

The averaged T1-weighted images of each patient were parti-
tioned into gray matter, white matter, and cerebrospinal fluid
tissue types. The gray and white matter probability maps of all
patients were normalized into MNI space and averaged to create
a global gray matter and a white matter probability map. A
probability threshold of 0.3 was applied to the averaged gray
and white matter probability maps, which were then combined
to form a whole-brain brain mask.

Background images

High-resolution T1-weighted images of a control patient were
normalized to MNI space, using the modified unified segmenta-
tion approach. The normalized images were used as the back-
ground images to overlay findings for structural identification.

Region-of-interest analyses

Region-of-interest analyses were performed to calculate magnitude
of correlations between regional brain MD, AD, and RD values and
AHI and SaO, change in patients with OSA. Using a neuro-
morphometric atlas (http://www.neuromorphometrics.com),
brain site—specific masks were created based on findings from

Figure 1—Brain sites with significant positive correlations between MD values and AHI scores in patients with OSA.

These sites include the frontal cortices (a), parietal cortices (b), basal pons (c), cerebellar cortices (d), bilateral ventral medial prefrontal cortices (e), anterior
cingulate (f), insula (g), internal capsule cortices (h), hippocampus (i), amygdala (j), prefrontal cortices (k), and ventral temporal lobes (I). Color bar represents
t statistic values (L = left; R = right). AHI = apnea-hypopnea index, MD = mean diffusivity, OSA = obstructive sleep apnea.
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partial correlation analysis. In addition, manual brain masks were
created for sites that were not available in the neuromorphometric
atlas using MRIcron (Neurolmaging Tools and Resources Collabo-
ratory; https://www.nitrc.org/projects/mricron). These anatomic-
specific brain masks were used to compute correlation values
between smoothed MD, AD, RD maps and AHI and SaO, change.

Statistical analyses
We used the SPM12 and the IBM Statistical Packages for the
Social Sciences (SPSS v24; Armonk, NY) software for statistical
analyses. We examined significant correlations between regional
brain tissue integrity and disease severity in patients with OSA
voxel-by-voxel using the smoothed MD maps and AHI and SaO,
change values with partial correlations (SPM12; covariates, age
and sex; uncorrected threshold, P < .005). We used the global
brain mask to restrict correlation calculations within gray and
white matter regions. We overlaid clusters with significant corre-
lations onto background images for structural identification.
Correlation coefficients were calculated using regional MD,
AD, and RD values, determined by region-of-interest analyses,
based on correlations between whole-brain MD maps and AHI
and SaO, change (IBM SPSS software; partial correlations;
covariates, age and sex). In addition, whole-brain effect size
(r-map) maps were also generated using the partial correlation
procedures implemented in REST toolbox,'® with age and sex
as covariates. A P-value of less than .05 was used to establish
statistical significance.

Disease severity and brain changes in OSA

RESULTS

Brain sites with correlations between MD and

AHI values

The average AHI score recorded across patients with OSA was
4.3 + 22.9 events/h. Positive correlations emerged in patients
with OSA between AHI and MD values in various brain sites,
including the frontal (Figure 1a) and parietal cortices (Figure
1b), basal pons (Figure 1c), cerebellar cortices (Figure 1d),
ventral medial prefrontal cortices (Figure 1le), anterior cingu-
late (Figure 1f) and insula (Figure 1g), internal capsule (Figure
1h), hippocampus (Figure 1i), caudate, amygdala (Figure 1j),
basal forebrain, prefrontal cortices (Figure 1k), and ventral tem-
poral lobes (Figure 11). Negative associations appeared in differ-
ent brain regions, including the parietal cortex (Figure 2a),
putamen (Figure 2b), globus pallidus (Figure 2c¢), internal cap-
sule (Figure 2d), and cerebellar cortices (Figure 2e).

Brain areas with correlations between MD and

Sa0, values

The average oxygen saturation change value of patients with OSA
was 15.8 +7.9%. Positive correlations between MD and O, satura-
tion change values emerged in the bilateral frontal and medial fron-
tal areas (Figure 3a), right anterior insula (Figure 3b), putamen
and external capsule (Figure 3c), occipital cortex (Figure 3d),
mid-cingulate (Figure 3e), parietal cortices (Figure 3f), cerebellar

Figure 2—Brain sites with significant negative correlations between MD values and AHI scores in patients with OSA.

These areas included the parietal cortex (a), putamen (b), globus pallidus (c), internal capsule (d), and cerebellar cortices (e). Color bar represents ¢ statistic values
(L =left; R = right). AHI = apnea-hypopnea index, MD = mean diffusivity, OSA = obstructive sleep apnea.
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Figure 3—Brain sites with significant positive correlations between MD values and SaO, delta scores in patients with OSA.

These sites included the frontal cortices (a), insular cortices (b), putamen (c), occipital cortex (d), mid-cingulate (e), parietal cortices (f), cerebellar vermis (g),
temporal cortices (h), and occipital cortex (i). Color bar represents ¢ statistic values (L = left; R = right). MD = mean diffusivity, OSA = obstructive sleep apnea.

vermis (Figure 3g), and ventral temporal cortices (Figure 3h), and
negative relationships appeared in the occipital cortex (Figure 3i).

Whole-brain correlation effect sizes between MD and
AHI and Sa0, change values

AHI showed higher and more widespread effect sizes (Figure 4A)
over Sa0, values (Figure 4B) with regional brain MD values in
patients with OSA. The frontal, medial, and prefrontal areas, as well
as insula, cingulate, hippocampus, caudate, amygdala, parietal, and
cerebellar cortices showed more positive associations while nega-
tive correlations were observed in the thalamus, putamen, globus
pallidus, and lateral occipital regions with AHI over SaO, values.

Regional brain MD, AD, and RD, as well as clinical
variables correlations with AHI and Sa0, values
Regional brain correlation coefficients between MD, AD, and
RD and AHI and SaO, delta values are listed in Table 1. Com-
pared to AD, RD values showed higher correlations with AHI
and SaQ, values.

AHI showed significant negative correlation with Pittsburgh
Sleep Quality Index and Trail B, and SaO, delta showed significant

Journal of Clinical Sleep Medicine, Vol. 18, No. 12

positive correlation with BMI (Table 2). Other physiologic, neuro-
psychologic, sleep, and cognitive variables did not show any signif-
icant relationships with AHI or SaO, delta values.

DISCUSSION

Overview

Patients with OSA show positive relationships between AHI
and DTI metrics in various brain regions, including the insula,
basal forebrain, amygdala, frontal, parietal and temporal corti-
ces. Since newly-diagnosed, treatment-naive patients with OSA
show reduced DTI metrics, including MD, AD, and RD values,
positive relationships between AHI and DTI metrics indicate
acute brain injury in those sites. In addition, few areas such as
parietal, putamen, globus pallidus, and cerebellar cortices
showed negative associations between AHI and DTI measures,
suggesting chronic tissue damage in those regions. Similarly,
predominantly positive relationships emerged between DTI
metrics and SaO, change in brain regions including the insula,
putamen, cingulate, basal forebrain, vermis, frontal, and tempo-
ral cortices, indicating acute tissue damage in those areas.
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Figure 4—Effect size maps between MD and AHI (A) and MD and SaO, delta (B).

Color bar represents r-values (L = left; R = right). AHI = apnea-hypopnea index, MD = mean diffusivity.

However, AHI showed more widespread correlations and con-
sequently higher effect sizes compared to SaO, delta values
with DTTI indices. In addition, RD showed better correlation
than AD, suggesting predominant myelin changes over axons
in patients with OSA.

Journal of Clinical Sleep Medicine, Vol. 18, No. 12

OSA and brain injury

Diffusion tensor imaging—based measures are sensitive to exam-
ine microstructural changes in the brain and can assist in tissue
characterization,'"-*° as used successfully in various pathological
fiber determination in various disorders.?' > MD procedures can
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Table 1—Regional brain correlation (r) values between DTI measures, and AHI scores and SaO, changes in patients with OSA.

MD vs AHI r AD vs AHI r RD vs AHI r MD vs Sa0, r AD vs Sa0, r RD vs Sa0, r

Brain Regions (P-value) (P-value) (P-value) (P-value) (P-value) (P-value)
L Insula .65 (.005) .66 (.004) .65 (.005) - - -

R Amygdala 70 (.002) 70 (.002) 68 (.003) - - -

L Amygdala .70 (.002) .71 (.001) .69 (.002) - - -

R Basal forebrain 72 (.001) 71 (.001) 72 (.001) - - -

L Basal forebrain 68 (.003) 69 (.002) 68 (.003) - - -

R Mid-cingulate - - - .68 (.003) .67 (.003) .68 (.003)
L Mid-cingulate - - - .67 (.003) .64 (.006) .68 (.003)
R Medial orbital gyrus .74 (.001) .73 (.001) .74 (.001) - - -

L Medial orbital gyrus - - - .68 (.003) .67 (.003) .69 (.002)
R Temporal pole .79 (.0001) .78 (.0001) .79 (.0001) 69 (.002) .65 (.004) .70 (.002)
L Temporal pole .78 (.0001) .76 (.0003) .78 (.0001) .70 (.002) .68 (.003) .70 (.002)
L Medial frontal cortex .66 (.004) .67 (.004) .66 (.004) .68 (.003) .66 (.004) .68 (.002)
R Middle temporal gyrus - - - .76 (.0004) .71 (.001) .79 (.0001)
L Middle temporal gyrus .66 (.004) .71 (.002) .64 (.006) .72 (.001) .70 (.002) .74 (.001)
Cerebellar cortices .63 (.006) .63 (.007) .64 (.006) - - -
Cerebellar vermis - - - 68 (.003) 65 (.004) 68 (.003)
Basal pons .68 (.003) 67 (.003) 68 (.002) - - -

R Putamen - - - 66 (.004) - 63 (.007)
L Putamen -.69 (.002) -.62 (.008) -.64 (.006) - - -
Parietal cortex -.67 (.003) -.59 (.013) -.69 (.002) - - -
Cerebellar cortices I -.75 (.0001) -.75 (.001) -.73 (.001) - - -
Occipital cortex - - - -.68 (.002) -.66 (.004) -.66 (.004)

AD = radial diffusivity, L = left, MD = mean diffusivity, OSA = obstructive sleep apnea, R =right, RD = radial diffusivity.

distinguish acute from chronic tissue changes, with decreased
MD values in acute stages, and increased MD values in chronic
stages.'”!! Patients with OSA experience repetitive episodes of
hypoxia/reoxygenation during transient cessation of breathing

Table 2—Correlation of OSA characteristics, symptoms with
AHI and SaO, delta.

Physiological Variable AHI r Sa0, Delta
(mean  SD) (P-value) r (P-value)
PSQI (6.6 £ 2.9) -.533 (.027) -.092 (.725)
ESS (8.0 + 4.2) 199 (.443) .390 (.122)
BAI (5.3 + 5.6) -.087 (.740) -.218 (.401)
BDI-Il (5.6  4.7) -.275 (.285) -.386 (.126)
MoCA (25.5 + 4.0) .264 (.300) -.051 (.846)
BMI (30..63 + 6.69) 377 (.136) .580 (.015)
Trail A (26.49 + 7.98) -.462 (.062) -.052 (.842)
Trail B (69.18 + 33.94) -.531 (.028) 261 (.312)

AHI = apnea-hypopnea-index, BAI = Beck Anxiety Inventory, BDI = Beck
Depression Inventory, BMI = body mass index, ESS = Epworth Sleepiness
Scale, MoCA= Montreal Cognitive Assessment, OSA = obstructive sleep
apnea, PSQI = Pittsburgh Sleep Quality Index, SaO, = oxygen saturation,
SD = standard deviation.
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that lead to oxidative stress and inflammation.>**> As a result,
both axons and myelin are damaged in recently diagnosed,
untreated patients with OSA, with more myelin damage over
axons, as indicated by significantly reduced global and regional
DTI measures.>*? Injured brain sites include the frontal, parietal,
temporal, insular, amygdala, thalamus, and cerebellar regions,
areas that are responsible for mood, autonomic, and cognitive
functions. In this study, several white matter and subcortical sites
demonstrated positive and negative correlations with AHI and
Sa0, change, including the frontal, parietal, amygdala, insular,
and cerebellar regions, indicating acute and chronic tissue injury
with disease severity. These findings indicate that DTI-based
measures are effective for evaluating associations between brain
tissue integrity and disease severity in patients with OSA.

AHI vs oxygen desaturation indices

AHI has been defined as the measure of OSA severity by the
American Academy of Sleep Medicine for a long time.?” How-
ever, recent studies have shown that AHI is not the most appro-
priate measure of clinical impact for OSA.***° In addition, it is
unclear whether AHI reflects better impact on brain changes in
the condition. One possible reason for not reflecting OSA clinical
symptoms may be that AHI is based on total number of apneas
and hypopneas, without severity of apneic events. Nocturnal
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intermittent oxygen desaturation can increase sympathetic vaso-
constriction, leading to increase blood pressure and changes in
structure and function of brain blood vessels,*® contributing to
alterations in regional cerebral blood flow. Therefore, some stud-
ies have suggested that oxygen desaturation indices are a better
predictor than AHI values of clinical symptoms, including day-
time sleepiness’' and cardiovascular sequelae.*>** Although pre-
vious studies®*** have shown the relationships between AHI and
brain MRI indices, it is unclear whether AHI or oxygen desatura-
tion better correlates in newly diagnosed OSA with brain tissue
integrity assessed by DTI indices.

Positive and negative correlations vs disease

severity indices

Both positive and negative correlations emerged between regional
MD values and AHI and SaO, values in newly diagnosed patients
with OSA. Our previous studies showed acute tissue changes with
reduced MD values and predominantly myelin alteration in newly
diagnosed (lowered AD and RD values), treatment-naive patients
with OSA in several brain regions that regulate autonomic, respira-
tory, mood, and cognitive functions.*® The findings of positive
correlations suggest that patients with OSA with lower AHI or
Sa0, values at the beginning of condition have predominately
acute tissue changes. However, negative associations suggest pro-
gression of injury in those areas to chronic stage with higher AHI
and Sa0, in long-term in the condition.

Positive correlations appeared between AHI, SaO,, and MD
values in several white and gray matter regions in the frontal
and temporal cortices, sites that contribute significantly to cog-
nitive deficits, sleep loss, and fragmented sleep.*®*” Similarly,
positive correlations appeared in insular and cingulate cortices
between AHI, Sa0O,, and DTI indices. Injury to these regions
can establish the basis for affective disorders, including depres-
sion and anxiety, and leads to deficits in various autonomic
and baroreceptive functions®®*' that have been reported in
OSA.>*° Cognitive and mood dysfunctions commonly reported
in patients with OSA may result from previously reported acute
tissue injury in brain regions, including the amygdala and basal
forebrain,® areas that also showed a significant positive rela-
tionship with disease severity symptoms. In addition, the mid-
line pons and cerebellar cortices that are essential for regulation
of blood pressure, respiration, and integration of baroreceptor
and chemoreceptor afferents,**** showed positive associations
with AHI and SaO, change values.

In addition to positive associations, negative relationships
emerged between several brain sites, including the parietal cortex,
putamen, globus pallidus, external capsule, cerebellar cortices, and
occipital cortex and AHI and SaO, change values. These relations
indicate that brain sites with acute tissue injury have progressed to
a chronic stage severely affecting various autonomic and motor
functions, which are deficient in the condition.

AHI showed more widespread correlations over Sa0,
Compared to SaO, change, AHI showed a higher effect size in
several brain regions, including the frontal, insula, cingulate,
hippocampus, amygdala, and parietal cortices. These findings

Journal of Clinical Sleep Medicine, Vol. 18, No. 12
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indicate AHI to be more concordant than SaO, with brain
changes in OSA.

Limitations

Several limitations need to be acknowledged in this study includ-
ing the small number of patients with OSA and potential contri-
butions of BMI on brain changes. The present results are limited
to newly diagnosed, untreated, middle-aged patients with OSA,
without any major comorbid illness, so different patterns may
appear in other OSA populations. In addition, the findings need
to be repeated on a larger population with varying disease sever-
ity, controlling for BMI as a confounding factor, and approaching
with a specific hypothesis-driven region-of-interest analysis
methodology.

CONCLUSIONS

Significant positive and negative correlations emerged between
DTI-based indices and AHI scores in newly diagnosed, treatment-
naive patients with OSA, indicating disease-dependent altered
tissue changes in the condition. Positive associations that may lead
to decrease in diffusivity values appeared in autonomic, cognitive,
and neuropsychologic control areas, including the insula, amyg-
dala, basal forebrain, midline pons, frontal, temporal, parietal and
cerebellar cortices, indicating acute tissue damage in these areas.
Negative associations that can lead to an increase in diffusivity val-
ues emerged between AHI and DTI indices in the parietal cortex,
putamen, globus pallidus, external capsule, cerebellar cortices, and
occipital cortex, indicating chronic tissue injury. Oxygen desatura-
tion values showed positive associations with comparable brain
areas as AHL

ABBREVIATIONS

AD, axial diffusivity

AHI, apnea-hypopnea index

BMI, body mass index

DTI, diffusion tensor imaging

MD, mean diffusivity

MNI, Montreal Neurological Institute
MRI, magnetic resonance imaging
OSA, obstructive sleep apnea

RD, radial diffusivity

Sa0,, oxygen saturation
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