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Obsessive-compulsive disorder (OCD) is an impairing psychiatric condition, which often onsets in childhood. Growing research
highlights dopaminergic alterations in adult OCD, yet pediatric studies are limited by methodological constraints. This is the first
study to utilize neuromelanin-sensitive MRI as a proxy for dopaminergic function among children with OCD. N = 135 youth (6-14-
year-olds) completed high-resolution neuromelanin-sensitive MRI across two sites; n = 64 had an OCD diagnosis. N =47 children
with OCD completed a second scan after cognitive-behavioral therapy. Voxel-wise analyses identified that neuromelanin-MRlI signal
was higher among children with OCD compared to those without (483 voxels, permutation-corrected p = 0.018). Effects were
significant within both the substania nigra pars compacta (p = 0.004, Cohen’s d = 0.51) and ventral tegmental area (p = 0.006,

d =0.50). Follow-up analyses indicated that more severe lifetime symptoms (t = —2.72, p = 0.009) and longer illness duration
(t=—2.22, p=0.03) related to lower neuromelanin-MRI signal. Despite significant symptom reduction with therapy (p < 0.001,

d = 1.44), neither baseline nor change in neuromelanin-MRI signal associated with symptom improvement. Current results provide
the first demonstration of the utility of neuromelanin-MRI in pediatric psychiatry, specifically highlighting in vivo evidence for
midbrain dopamine alterations in treatment-seeking youth with OCD. Neuromelanin-MRI likely indexes accumulating alterations
over time, herein, implicating dopamine hyperactivity in OCD. Given evidence of increased neuromelanin signal in pediatric OCD
but negative association with symptom severity, additional work is needed to parse potential longitudinal or compensatory
mechanisms. Future studies should explore the utility of neuromelanin-MRI biomarkers to identify early risk prior to onset, parse

OCD subtypes or symptom heterogeneity, and explore prediction of pharmacotherapy response.
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INTRODUCTION

Obsessive-compulsive disorder (OCD) is an impairing psychiatric
condition that is characterized by the presence of obsessions (i.e.,
intrusive thoughts, images, or urges) and compulsions (i.e.,
repetitive actions aimed at preventing or reducing distress). A
significant body of research has focused on the role of serotonin
in OCD [1-4], yet there is growing genetic, neuroimaging, and
treatment research highlighting alterations in dopaminergic
functioning in adults with OCD [5-8]. Such studies often implicate
striatal dopamine hyperactivity via imaging of dopamine trans-
porter or dopamine receptor binding [9-14], though findings are
at times mixed or rely on small sample sizes. Such dopaminergic
alterations likely contribute to fronto-striatal circuit alterations
often implicated in OCD pathophysiology [8].

These findings from human clinical work build on a broader
body of research, which highlights the role of dopamine in
repetitive behaviors. For example, studies find that dopaminergic
drugs can induce repetitive behaviors in patients with Parkinson'’s
Disease, e.g., [15, 16]. Animal models also demonstrate that
pharmacological disruption of midbrain dopamine signaling

elevates compulsive-like behaviors [17] as well as similar
dopaminergic effects on stereotypy in speech [18] or self-
grooming behavior [19]. Theories suggest a potential inverted-U-
shaped association between dopamine and normative function-
ing, i.e., both too much and too little dopaminergic activity could
lead to detrimental outcomes [20].

Despite increasing evidence supporting dopaminergic hypoth-
eses in OCD, the invasiveness of methodologies typically used to
examine dopamine have limited our ability to probe alterations in
pediatric OCD—e.g., the use of positron emission tomography
(PET) is generally limited in pediatric research given the need for
radiotracer injection. Recently, a safe and non-invasive alternative
means of characterizing dopamine has been developed using
magnetic resonance imaging (MRI) to assess neuromelanin
[21, 22], a key product of catecholamine (e.g, dopamine)
metabolism.

The lifecycle of dopamine is complex; briefly, this includes:
dopamine is largely produced in the substantia nigra pars
compacta (SNpc) and ventral tegmental area (VTA), key midbrain
nuclei that project to the striatum, prefrontal cortex, and other
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regions [23-25]. Excess dopamine is metabolized via several
pathways [26]; the neuromelanin pathway involves non-enzymatic
iron-dependent oxidation and results in neuromelanin-iron
complexes accumulating in presynaptic midbrain dopamine
neurons [22, 27, 28]. Thus, neuromelanin concentration is
dependent on a combination of dopamine production [29],
reuptake, and metabolism.

Critically, neuromelanin-iron complexes are paramagnetic and
thus create signal hyperintensity with MRI [22, 30]. Accordingly,
neuromelanin-MRI has been validated to index neuromelanin
tissue concentration in post-mortem human data, as well as to
correlate with key striatal outcomes of interest, like striatal
dopamine release capacity measured via PET in vivo [21] and D,
receptor density [31]. Neuromelanin-MRI has excellent test-retest
reliability (intra-class correlation > 0.80) [32, 33] and reproducibility
across multiple MRI sequences [33, 34].

An increasing number of studies are examining neuromelanin-
MRI in adult clinical populations. Several studies have shown
sizeable decreases in SNpc neuromelanin-MRI signal in Parkinson's
disease [35-45], consistent with the underlying degeneration of
SNpc dopamine neurons [46]. Additionally, evidence is coalescing
around increases in neuromelanin-MRI signal in schizophrenia
[21, 47-53], consistent with hyperdopaminergic theories of
psychosis [54]. Overall, neuromelanin-MRI shows great promise
as a non-invasive proxy measure of midbrain dopamine function.
Whereas methods like PET index one’'s current state,
neuromelanin-MRI likely reflects a summed measure of subtle
alterations over time as neuromelanin accumulates gradually over
the lifetime [55].

Herein, our goal was to probe midbrain dopamine in pediatric
OCD via neuromelanin-MRI. To our knowledge, this is the first
study to leverage neuromelanin-MRI in early childhood psycho-
pathology, specifically pediatric OCD. Thus, findings could pave
the way toward better understanding of dopamine function in
childhood psychiatric disorders. Data were acquired from a
relatively large sample of children across two sites; children with
OCD underwent rigorous clinical assessment and were offered
manualized cognitive behavior therapy (CBT) with exposure and
response prevention after MRI scanning. Though prior data is
limited, we hypothesized that children with OCD would exhibit
elevated neuromelanin-MRI signal in the midbrain, as a proxy for
increased dopaminergic function. Using high-resolution MRI, we
aimed to parse potential spatial specificity of these findings within
the SNpc and VTA, both of which contribute to circuits implicated
in OCD pathophysiology [8]. Further analyses aimed to probe
dimensional associations with symptom severity and explore
dopamine signal in relation to CBT response.

METHODS

Participants

Children (6-14 years old) were recruited for the current study between
April 2019 and September 2022 across two sites, Columbia University/New
York State Psychiatric Institute (CU/NYSPI) and the University of Michigan
(UM). This included treatment-seeking children with OCD and children
without OCD. All children were invited to complete interview and
questionnaire assessments, cognitive testing, and MRI scanning. Children
with OCD were offered CBT [56, 57] (see Supplement) and a subset
completed post-treatment MRI scans. Participants were recruited from the
New York City, NY and Ann Arbor, Ml areas using flyers, internet
advertisements, clinician referrals, and word-of-mouth. The broader study
was registered on ClinicalTrials.gov (NCT03584945). The Institutional
Review Boards of each institution approved this study. Children provided
assent and parents/guardians provided written informed consent.

In total, N = 163 children attempted MRI scans. Of these, n = 14 did not
complete neuromelanin-MRI scans (due to time constraints, participant
terminating the scan, etc.) and neuromelanin-MRI data were excluded from
an additional n = 14 for poor data quality. This left N = 135 participants for
the current analyses (n=62 from CU/NYSPI and n=73 from UM),
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including n =64 children with OCD (n =31 from CU/NYSPI and n=33
from UM). Of the n = 64 children with OCD, n = 47 successfully completed
neuromelanin-MRI scans post-CBT (n=22 from CU/NYSPI and n=25
from UM).

Children in the OCD group had a primary diagnosis of OCD, confirmed
via clinical interviews, and were excluded for current MDD, completing a
prior full course of CBT for OCD, or any ongoing psychotherapy. Children
without OCD were excluded for any current or lifetime psychiatric
diagnosis; these children could have subclinical obsessive-compulsive
symptoms (i.e., symptoms that do not consume =1 h/day or cause distress
or interference). Including children with and without subclinical obsessive-
compulsive symptoms allowed us to examine neuromelanin-MRI signal
across the non-clinical to clinical range of obsessive-compulsive symptom
severity.

All' children and parents/guardians were English- or Spanish-fluent;
children were excluded for pregnancy, major medical or neurological
problems, MRI contraindication, Wechsler Abbreviated Scale of Intelligence
1Q score <80, illicit drug use, active suicidal ideation, a lifetime history of
psychotic disorder, bipolar disorder, eating disorder, pervasive develop-
mental disorder, or substance/alcohol abuse. Children without OCD were
excluded for psychotropic medication use; children with OCD were
excluded for current psychotropic medication use (other than ADHD
medications). In the current sample, 3 participants had previously taken
SSRI medications, 3 had previously and 4 were currently taking ADHD
medications.

Clinical assessment

Children'’s lifetime and current psychiatric diagnoses were assessed using
the Kiddie Schedule for Affective Disorders and Schizophrenia (KSADS)
[58]. A trained evaluator assessed patients’ current (past week) and lifetime
(worst ever) OCD symptom severity using the Children’s Yale-Brown
Obsessive-Compulsive Scale (CY-BOCS) [59]. An adapted version of the
Schedule for Obsessive Compulsive and Other Behavioral Syndromes
(SOCOBS) [60] was used in conjunction with the CY-BOCS to assess the
history of obsessive and compulsive symptoms (e.g., age of onset, age
when symptoms became distressing/interfering) as well as the presence of
tic and grooming disorders. Participants also completed self-report on the
21-item Obsessive-Compulsive Inventory-Children’s Version (OCI-CV) [61]
to measure symptom severity across the full sample.

MRI acquisition

Participants completed MRI scanning on a 3T GE scanner, either a SIGNA
Premier with 48-channel head coil at NYSPI and one of two Discovery
MR750 scanners with 32-channel Nova head coils at UM. This included a
T1w BRAVO structural, aligned with the ABCD Study protocols for GE [62]:
flip angle =8°, TI=1060, 208 slices, FOV =256 x 256, TE=2ms, TR=
2500 ms, 1 x 1 x 1 mm resolution. Five volumes of neuromelanin-sensitive
MRI data were acquired for each participant, using a 2D gradient-recalled
echo sequences with magnetization transfer contrast (2D GRE-MTC)
adapted from prior work [21, 33, 63, 64]: TE=min, TR=500ms, flip
angle = 40°, number of excitations (NEX) =1, MT frequency offset = 1200
Hz, 20 slices, FOV =220 x 165, matrix = 512 x 320, in-plane resolution =
0.43 X 0.43 mm, slice thickness = 1.5 mm. The restricted FOV was placed
based on the T1w structural to ensure midbrain coverage based on
validated protocols [33, 64]. Data were visually checked at the scanner and
re-run if significant head motion was noted.

MRI processing

Neuromelanin-MRI data were visually checked, and individual volumes
were excluded for head motion, ringing, or other artifacts. Participants with
insufficient data were excluded (<3 good quality volumes). Neuromelanin-
MRI data were processed with a MATLAB-based pipeline leveraging SPM,
AFNI, and ANTs functions as previously described [33], summarized in
Supplementary Fig. S1. This included (1) realignment and reslicing of the
multiple neuromelanin-MRI volumes to the first volume using SPM; (2)
averaging of the neuromelanin-MRI volumes; (3) N4 bias field correction of
the T1w structural using ANTSs; (4) ANTs brain extraction of the T1w image
(NKI 10 and under atlas); (5) non-linear ANTs normalization of the brain-
extracted T1w image to MNI space; (6) ANTs rigid-body co-registration of
the neuromelanin-MRI image to the T1w; (7) application of the TTw MNI-
transform to normalize the neuromelanin-MRlI to MNI space and
resampling to 1 mm isotropic resolution; (8) spatial smoothing with a
1 mm FWHM Gaussian kernel within the brain extraction mask using AFNI.
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Finally, neuromelanin-MRI contrast ratio (CNR) maps were created to
normalize signal intensity relative to the crus cerebri (CC); [21], a white
matter region adjacent to the SN/VTA known to have negligible
neuromelanin concentration. Specifically, CNR at each voxel was calculated
as (signal — reference)/reference * 100, such that the reference was the
modal (based on a kernel distribution fit) signal intensity in a mask of the
CC. CNR maps were visually checked for quality.

Analysis

Voxel-wise analyses examining CNR were performed in MATLAB; all other
analyses were performed in R [65]. All regression analyses controlled for a
priori demographic covariates: age, sex assigned at birth (female, male),
race (binary variable for White or not), Hispanic ethnicity (yes/no), and site/
scanner (CU, UM scanner 1, UM scanner 2).

Voxel-wise analysis. Neuromelanin-MRI was analyzed within an over-
inclusive SN/VTA mask (1807 voxels) [21]. Voxel-wise CNR outliers beyond
the 0.1 and 99.9 percentiles across all participants were censored. Voxel-
wise analyses were performed using robust linear regression in MATLAB
(with iteratively reweighted-least squares that is more robust to outliers
than ordinary least-squares), permutation testing, and unbiased effect size
estimation, as in prior work [21, 33, 63]. Voxel-wise analyses were examined
as our primary approach; this validated method avoids circularity and
accounts for the functional heterogeneity in SN/VTA, i.e. functionally
relevant subdivisions of dopaminergic pathways may not respect
anatomical subnuclei definitions. Similar to permutation-based multiple
comparisons correction for fMRI, the variable of interest was shuffled (while
keeping the covariates constant) and the regression analysis was rerun
across 10,000 permutations. Null distributions were created for the number
of voxels significant at p <0.05 by chance (separate one-sided tests for
positive and negative effects). Analysis-level permutation-based p-values
were determined using these null distributions, i.e., testing whether the
number of significant voxels was greater than expected by chance.

Voxel-wise group differences. The primary voxel-wise analyses examined
group differences in neuromelanin-MRI CNR as a function of OCD
diagnosis (yes/no). Voxel-wise analyses covaried for the demographic
covariates. Group difference analyses based on OCD diagnosis were
determined to be significant if the number of significant voxels was greater
than expected by chance at permutation-based p < 0.025 for positive or
negative effects.
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For significant effects, a leave-one-out cross-validation analysis was used
to estimate unbiased effect sizes. Specifically, the same voxel-wise robust
regression model as above was run N = 135 times removing one participant
in each iteration; average CNR was extracted for each participant within
significant voxels (two-sided p<0.05) from the model excluding that
participant. These CNR averages were used for visualization and post-hoc
testing. Spatial overlap with specific midbrain subnuclei (VTA vs. SNpc) was
determined based on a high-resolution probabilistic atlas [66].

Test-retest. We assessed test-retest reliability among the children with
OCD who successfully completed two MRI scans. Specifically, linear mixed-
effect models were run with a random intercept for participant and the
intra-class correlation coefficient (ICC) was extracted, specifically two-way
mixed, single score ICC(3,1) [67], as in prior work [33].

Symptom associations. Next, post-hoc regressions probed associations
with symptom severity-within the OCD group using CY-BOCS total scores
and across the sample using the OCI-CV (total sum scores, excluding three
hoarding items). These analyses were re-confirmed at the voxel-level in
supplementary analyses. Within the OCD group, we also explored
associations with symptom duration (current age - age when symptoms
began causing distress). An exploratory regularized regression was used to
test for associations with particular symptom clusters (presence/absence of
current contamination, aggression, sexual, hoarding, ordering, magical
thinking, somatic, or religious obsessions). Specifically, a LASSO (least
absolute shrinkage and selection operator; gimnet package) [68] approach
was used to keep/retain potentially colinear symptom endorsements. The
model was set to retain demographic covariates (penalty factor =0) and
determined best-fit when regularizing regression coefficients for eight
binary variables of obsession types. Data and analysis code are available
upon request.

RESULTS

Sample characteristics

Table 1 displays demographic and clinical characteristics of the
sample split by presence of an OCD diagnosis. Children with OCD
were slightly older and more likely to be White than those without
OCD. As expected, OCI-CV scores were higher among the OCD
group but with varying non-zero scores among youth without

Table 1. Sample characteristics by group.

No OCD (N=71)
40 (56.34%)
10.44 (2.18)
44 (61.97%)

Site (UM)
Age (years)*
Sex (female)

Race: White 46 (64.79%)
Race: Black 9 (12.68%)
Race: Asian 4 (5.63%)

9 (12.68%)
12 (16.9%)
Parental Education (college) 59 (83.1%)
OCI-CVv*** 5.53 (5.08)
CY-BOCS (worst ever) -
CY-BOCS (past week) -
CY-BOCS (post-treatment) -
CY-BOCS Improvement =

Race: Multiracial
Ethnicity (Hispanic)

AoO Symptom Distress (years) =
Duration Symptom Distress (years) -

OCD (N =64) Group diff. ES

33 (51.56%) x2=0.15 OR=10.83
11.31 (2.03) t=239 d=0.41
41 (64.06%) x2=0.01 OR=1.09
52 (81.25%) x2=3.79 OR=234
2 (3.12%) 293 OR=0.22
4 (6.25%) 0.00 OR=1.12
4 (6.25%) 0.94 OR=0.46
5 (7.81%) x2=1.77 OR=0.42
60 (93.75%) x2=2.71 OR=3.03
17.09 (6.88) t=10.99 d=1.91
28.47 (4.66) - -

25.62 (5.31) - -

16.37 (6.78) - -

8.10 (5.67) - -

8.56 (2.56) = =

2.83 (2.2) - -

Characteristics of the N = 135 included participants are summarized here. Group differences (and corresponding effect size [ES]) based on presence of an OCD
diagnoses are indicated; t-statistic and Cohen’s d for continuous outcomes, chi-square and odds ratio [OR] for binary outcomes. N = 1 participant was missing
OCI-CV scores and n =1 was missing age of onset (AoO) when symptoms became distressing. Parental education indicated whether at least one parent had

completed college.
*p < 0.05; **p < 0.01; ***p < 0.001.
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Fig. 1

Greater neuromelanin-MRI CNR among children with OCD. Voxel-wise group difference results are summarized here (centered at MNI

7, —19, —16). The t-statistic for the association with an OCD diagnosis (present > absent) is displayed voxel-wise within the SN/VTA analysis
mask. Only the positive effect was significant at the analysis-level. Voxels significant at p < 0.05 are in opaque colors; non-significant voxels are
more transparent. The left side images are a zoomed inset; average contrast-to-noise (0-30%) within the SN/VTA analysis mask is shown on

the right-side axial view.

OCD. Seven of the children in the OCD group had a lifetime
history of an ADHD diagnosis as well as of medication treatment
for ADHD. Supplementary Table S1 displays differences by site;
participants at the New York City site were more likely to identify
as Hispanic.

Group differences in neuromelanin-MRI

Voxel-wise robust regression analyses indicated significantly
higher neuromelanin-MRI CNR among children with OCD com-
pared to those without (483 of 1807 SN/VTA voxels, permutation-
corrected p =0.018; Figs. 1 and 2a), controlling for demographic
covariates. Post-hoc analysis of the average group difference
effect from leave-one-out analyses is shown in Table 2 (Cohen's
d=0.50). Prior SSRI use and ADHD diagnosis/medication use did
not relate to average CNR (t<|0.55|, p>0.59) and adding
medication use as an additional regression covariate did not
affect the average group difference in CNR (t=2.74, p = 0.007,
Cohen’s d=0.49) These and additional sensitivity analyses
indicating non-significant group x age and group X sex interac-
tions are shown in Supplementary Table S2. Significant voxels
covered much of the SNpc (33%) and the majority of the VTA
(79%) atlas masks. Examining average CNR from significant voxels
split within each atlas mask, group differences were observed in
each subnuclei (SNpc: t=2.90, p = 0.004, Cohen’s d =0.51; VTA:
t=2.80, p =0.006, Cohen’s d = 0.50).

Longitudinal effects

As expected, participants with OCD showed significant reduction
in CY-BOCS from pre- to post-CBT (t(58) = 10.97, p <.001, Cohen’s
d=1.44). CNR within the above significant cluster exhibited
excellent reliability (n =47 children with OCD; average voxel-wise
ICC(3,1) =0.85; Supplementary Fig. S2) over three months
(M=15.6 [SD =2.88] weeks between scans). Change in neuro-
melanin CNR (residualized for baseline CNR) in this sample did not
relate significantly to the number of days between scans (t = 0.59,
p=0.55) nor to improvement in CY-BOCS with treatment
(t=1.01, p=0231).

Symptom association

Average CNR from the cluster exhibiting significant group
differences (extracted based on unbiased leave-one-out analyses)
associated inversely with lifetime CY-BOCS symptom severity in
the OCD group (t=—2.72, p=0.009; n = 64; Fig. 2b), controlling
for demographic covariates. Supplementary voxel-wise results
confirmed this inverse association in an overlapping cluster
(Supplementary Fig. S3). Average CNR was unassociated with
past-week CY-BOCS severity (t=-1.22, p=0.23; n=63) or
improvement in CY-BOCS with CBT (t=0.37, p=0.71, n=159).

SPRINGER NATURE

Longer illness duration (years since symptoms became distres-
sing) also related to lower average CNR within the OCD group
(t=-222, p=0.03; n=63; Fig. 2c). CY-BOCS and symptom
duration were uncorrelated (r=-—0.01, t(61) = —0.04, p =0.97)
and both significantly accounted for separable variance in average
neuromelanin-MRI CNR when entered in the same model (Table 2).
An exploratory LASSO regression within the OCD group retained
four obsession domains of potential interest. The final model
(Supplementary Table S3) highlighted associations between lower
average neuromelanin-MRI CNR and the endorsement of ordering,
sexual, and somatic obsessions; whereas, hoarding obsessions
were associated with higher average neuromelanin-MRI CNR. Note
that there were no significant differences in demographics or
clinical severity among children with or without hoarding
obsessions (Supplementary Table S4).

To examine potential associations with (sub)clinical symptom
levels across the whole sample, OCI-CV scores were examined in
relation to neuromelanin-MRI. CY-BOCS and OCI-CV scores were
correlated in the OCD group (r=0.25, t(62) =2.07, p=0.04). In a
regression controlling for demographic covariates, an interaction
between OCD diagnosis (absent/present) and OCI-CV total scores
(t=-225 p=0.03; n=134; Fig. 2d) emerged, such that
subclinical symptom levels associated positively with average
CNR among children without OCD but negatively among those
with an OCD diagnosis. This also may reflect an inverted-U-shaped
association between symptoms and average CNR across the full
sample (quadratic OCI term: t = —2.08, p = 0.04). Supplementary
voxel-wise results confirmed this quadratic effect in an over-
lapping cluster (Supplementary Fig. S4).

DISCUSSION

This study represents the first indication of the utility of
neuromelanin-MRI in pediatric psychiatry, specifically highlighting
midbrain dopaminergic alterations in treatment-seeking youth
with OCD. Adding to a burgeoning body of work examining
neuromelanin-MRI as an in vivo marker of midbrain dopamine in
adult samples, these results contribute novel insight into the
neurobiology of OCD and pave the way toward future investiga-
tions of pediatric mental health. Particularly, we highlight greater
neuromelanin-MRI signal in the midbrain in treatment-seeking
youth with a diagnosis of OCD compared to youth without OCD,
leveraging a relatively large sample of 6-14-year-old children
across two sites to increase generalizability.

Dopamine is a critical neurotransmitter with widespread impact
on neurocognitive function. Pharmacological and other manipula-
tions of dopamine have been linked to many outcomes, including
increases in repetitive behaviors [15-17, 19]. Accordingly, a small

Molecular Psychiatry (2023) 28:3075 - 3082
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Fig.2 Group differences and symptom assocaitions with neuromelanin-MRI CNR. Average neuromelanin-MRI CNR was estimated from the
leave-one-out (LOO) analyses and used for post-hoc testing. Group differences based on OCD diagnosis are displayed in panel A. Panel
B displays associations between neuromelanin-MRI CNR and worst-ever symptom severity within the OCD group based on the Children’s Yale-
Brown Obsessive-Compulsive Scale (CY-BOCS). Panel C displays associations with illness duration (years since age when symptoms became
distressing) among the OCD group. Associations with Obsessive-Compulsive Inventory-Children’s Version (OCI-CV) scores are presented in
panel D with linear fits within group and a quadratic fit across the sample. Youth with OCD are displayed with blue triangle markers and those

without are displayed by red circles.

but growing body of work has suggested dopaminergic altera-
tions in adult OCD [5-8], particularly increased striatal dopamine
[9-14]. Dopaminergic alterations likely contribute to fronto-striatal
circuit alterations often seen in OCD [8]. Yet, prior findings are at
times mixed or rely on small samples of adult patients. In line with
these prior findings, we also detected greater neuromelanin-MRI
contrast-a proxy for midbrain dopamine-in youth with OCD.
These findings persisted after controlling for demographic
covariates and site  differences.  Significantly  greater
neuromelanin-MRI signal was observed for youth with OCD across
a majority of the midbrain, implicating both the SNpc and VTA
bilaterally. Dopamine neurons of the SNpc and VTA project to the
striatum, perhaps contributing to the elevated endogenous striatal
dopamine levels implicated in prior adult work [10, 13].

Among youth with OCD, average neuromelanin-MRI signal
associated inversely with both lifetime symptom severity and
iliness duration. These findings were observed both in the cluster
exhibiting group differences and in an overlapping cluster
revealed from supplementary voxel-wise analyses. In conjunction
with the main group differences, several interpretations are
possible that can be probed in future work. First, though greater
dopaminergic function was implicated in youth with OCD,
increasingly high levels may incur compensatory benefits, i.e.,
youth with OCD and the highest neuromelanin-MRI signal
exhibited the lowest symptom severity. This may also contribute
to the negative association with illness duration, i.e., those with
the longest duration may have the least compensatory benefit of
greater dopaminergic function. Alternatively, effects might change
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over the course of illness, such that dopaminergic function is
highest closer to onset and decreases are noted with longer,
recurrent course. Future work may aim to parse differentiable
hypotheses favoring either (a) different associations or mechan-
isms present in youth with vs. without OCD (i.e, a group
interaction) or (b) changes over the course of illness.

Another interpretation is that these results reflect heterogeneity
among youth with OCD. In exploratory analyses, we found that
endorsement of most types of obsessions associated with lower
neuromelanin-MRI signal, as did overall severity scores. Note that
certain types of obsessions were frequently endorsed (e.g.,
aggression and contamination), potentially limiting our ability to
isolate separable or specific effects (Table S3). Nonetheless,
current hoarding obsessions did appear to exhibit a separable
effect, relating to higher neuromelanin-MRI signal among youth
with OCD. Though research is limited, there is evidence linking
dopaminergic function with hoarding [69-73]. Furthermore, the
status of hoarding within OCD or as a separable disorder has been
much debated [74-78]. Particularly, hoarding may be a particularly
egosyntonic symptom within OCD, i.e., an intrinsically more
rewarding obsession that is compatible with one’s self identity
and way of thinking, compared to other more distressing and
unacceptable obsessions that are inconsistent with one’s self-
concept [79-85].

Neuromelanin-MRI likely reflects long-term alterations in
dopaminergic function as neuromelanin accumulates across the
lifespan [55, 86, 871. In line with this, we observed high test-retest
reliability in signal over several months and associations with
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Table 2. Regression results predicting to neuromelanin-MRI CNR.

Model 1: Group difference

Beta T-stat
Age —-0.14 —1.60
Sex (female) 0.31 1.75
Race (White) —0.03 —0.18
Ethnicity (Hispanic) 0.05 0.17
Scanner - UM1 0.45 1.64
Scanner - UM2 0.51 2.79
OCD 0.48 2.79
CY-BOCS - -
Symptom Duration (years) - -
R*/R* adjusted 0.15/0.10 N=135
Model F 3.29 df =127
Model p 0.003

Model 2: Severity within OCD group

p Beta T-stat p
0.111 0.13 1.03 0.307
0.082 0.10 0.39 0.699
0.860 —0.34 —1.24 0.222
0.863 0.1 0.26 0.793
0.103 1.04 434 <0.001
0.006 1.23 3.40 0.001
0.006 - - -

- —0.29 —2.48 0.016
- —0.26 —2.27 0.027
0.40/0.31 N=64
4.48 df =54

<0.001

Post-hoc linear regression results are displayed examining average neuromelanin-MRI CNR from the leave-one-out analyses following up on the main voxel-
wise analysis (Fig. 1). The standardized regression coefficient (Beta) is displayed or each predictor with its corresponding t-statistic and p-value. Model 1
confirms the significant voxel-wise group difference, indicating greater CNR based on an OCD diagnosis (present > absent). Model 2 probes associations with
lifetime symptom severity (CY-BOCS) and symptom duration (years) within the OCD group.

p-values for effects of interest are emphasized in bold.

lifetime symptom severity and illness duration among youth with
OCD. Particularly, neuromelanin-MRI signal was more strongly
associated with lifetime peak severity rather than with current
symptoms at baseline. Furthermore, despite the significant
reduction in symptoms following CBT, neuromelanin-MRI signal
was not associated with treatment response. Compared to more
state-dependent indices like PET or task-based fMRI that can show
acute fluctuations with current symptoms, neuromelanin-MRI may
better index trait-like phenotypes [88] that make it well-suited as a
stable early biomarker or predictor of long-term risk.

Several limitations may be noted for the current study. First,
though our neuromelanin-MRI protocol has been well validated as
a non-invasive proxy measure for midbrain neuromelanin and
associated dopamine function [21, 22], we acknowledge this type
of MRI approach cannot be fully specific to neuromelanin content
and other anatomical or physiological factors may impact
neuromelanin-MRI signal, e.g., free water content and cell
morphology [89, 90]. Further studies are needed to examine
different contributions of such processes to neuromelanin-MRI
and if these play a role in OCD pathophysiology. Next, although a
relatively large sample of treatment-seeking youth with OCD was
assessed across two sites, future studies should aim to replicate
these results in larger samples. Due to the COVID-19 pandemic,
our sample size was also restricted for second MRI scans; future
work can examine changes over time in a larger subset and over
longer timespans. Last, the current study included a group of
children with only a primary diagnosis of OCD; future work can
include more heterogenous samples to parse potential specificity
of midbrain dopaminergic alterations to OCD relative to other
frequently comorbid disorders, including anxiety and ADHD.

Overall, the role of dopamine has been understudied in OCD,
especially pediatric OCD. We leveraged neuromelanin-MRI as a
novel and reliable means of non-invasive assessment optimal for
pediatric research. Though we do not observe strong associations
with CBT response as we have seen with other neuroimaging
modalities [91-95], future work may aim to probe neuromelanin-
MRI as a predictor of efficacy of dopamine-based pharmacother-
apy for example [96] or to otherwise help personalize care for
particular subsets of patients (e.g., with or without hoarding).
Furthermore, work can continue to investigate how early in
development neuromelanin-MRI may begin to indicate OCD or
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associated risk before illness onset as well as potential causes and
consequences of dopaminergic alterations in youth with OCD.
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