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Abstract: Children fitted with hearing aids (HAs) and children with attention deficit/hyperactivity
disorder (ADHD) often have marked difficulties concentrating in noisy environments. However,
little is known about the underlying neural mechanism of auditory and visual attention deficits in a
direct comparison of both groups. The current functional near-infrared spectroscopy (fNIRS) study
was the first to investigate the behavioral performance and neural activation during an auditory and
a visual go/nogo paradigm in children fitted with bilateral HAs, children with ADHD and typically
developing children (TDC). All children reacted faster, but less accurately, to visual than auditory
stimuli, indicating a sensory-specific response inhibition efficiency. Independent of modality, children
with ADHD and children with HAs reacted faster and tended to show more false alarms than TDC.
On a neural level, however, children with ADHD showed supra-modal neural alterations, particularly
in frontal regions. On the contrary, children with HAs exhibited modality-dependent alterations in
the right temporopolar cortex. Higher activation was observed in the auditory than in the visual
condition. Thus, while children with ADHD and children with HAs showed similar behavioral
alterations, different neural mechanisms might underlie these behavioral changes. Future studies
are warranted to confirm the current findings with larger samples. To this end, fNIRS provided a
promising tool to differentiate the neural mechanisms underlying response inhibition deficits between
groups and modalities.

Keywords: response inhibition; hearing loss; hearing aids; ADHD; modality-specific; supra-modal;
go/nogo

1. Introduction

1.1. Modality-(In)Dependent Response Inhibition

Cognitive control develops continuously throughout childhood, and response inhibition plays an
important role in ensuring that only appropriate responses are given [1-3]. The maturation of cognitive
abilities, however, strongly relies on the perception, exploration and integration of sensory information
that is provided in our complex everyday environment [4-6]. While information that is presented
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redundantly across senses can be promoted, and conflicting information impairs response inhibition
efficiency in typically developing (TD) individuals [7], each sensory modality carries a domain specific
dominance and thus offers an individual informative value. Recently, the importance of perceptual
processes has also been reported for response inhibition mechanisms in TD adults between the visual
and tactile modality [8]. The tactile modality was shown to be more efficient than the visual modality
in triggering successful response inhibition [8]. Furthermore, auditory attention has been shown to
involve the representation of sound in the auditory cortex, especially secondary regions, as well as
cortical areas associated with visual attention control [9]. The engagement of similar neural networks
in auditory and visual paradigms might suggest a supra-modal organization of attention. However,
the utilization of these networks, i.e., the exact brain regions within the networks and the extent of their
contribution, appears to vary according to the stimulus modality [9]. Behavioral and neural response
inhibition mechanisms might therefore depend on the stimulus modality in a similar way.

1.2. Modality-(In)Dependent Response Inhibition in Auditory Deprivation

In addition, given that our everyday environment typically consists of complex multisensory
features, and considering that audiovisual integration scaffolds cognitive development beyond language
perception [4,10,11], it is reasonable to assume that the deprivation of one sense has far-reaching
consequences. Indeed, it has been shown that, e.g., early auditory deprivation, leads to various
behavioral and neural alterations [12-14]. For example, the orienting response of individuals with
hearing loss (HL) was shown to be attenuated, as evidenced by abrupt changes in orientation
movements [15]. Notably, attention capture is a multimodal phenomenon. While the human
visual system is incapable of capturing the entire surroundings, auditory events can guide visual
attention [16,17]. Human neuroimaging studies and animal models suggested that alterations after
sensory deprivation might be the result of the lack of sensory experience and thus the missing
scaffolding mechanism of the deprived sense for the remaining senses [18], as well as changes
in network connectivity [19]. Hence, early auditory deprivation might affect processes beyond
unimodal perception and the auditory cortices. Consistent with this idea, previous findings reported
alterations following auditory deprivation in several cognitive abilities of the child. Alterations
included impairments in speech and language, in executive functions and in behavioral regulation.
The impairments, in turn, had a negative impact on school performance and the development of
behavioral problems [20-25]. Comparably, behavioral alterations have been reported in response
inhibition in HL [25]. In response inhibition paradigms such as the go/nogo task, the participant
is required to respond quickly to a go stimulus/-i, while inhibiting responses to a nogo stimulus.
Task performance is often assessed by means of reaction times (RTs), RT variability, false alarm (FA)
rates, i.e., reacting to a nogo stimulus, and omission rates, i.e., not reacting to a go stimulus. A large
longitudinal study reported higher FA rates in a visual go/nogo paradigm in children with severe to
profound HL and aided hearing by means of cochlear implantation compared to typically developing
children (TDC; [25]). The go/nogo task performance in turn predicted parent-reported behavioral
problems [25]. However, so far, the behavioral and neural effects of early auditory deprivation on
behavior regulation in children with HL are not fully understood. In particular, little is known
about individuals with residual hearing capacity and children fitted with hearing aids (HAs). It has
been suggested that children with HL show increased rates of behavioral disorders associated with
attention deficits and impulsiveness, such as attention deficit/hyperactivity disorder (ADHD) or
oppositional defiant disorder (ODD)/conduct disorder (CD; e.g., see, for a review and a meta-analysis,
Theunissen, Rieffe, Netten, Briaire, Soede, Schoones and Frijns [26] and Stevenson, et al. [27]). Notably,
although some studies have reported an increased risk of ADHD in individuals with HL, there is
a large inconsistency in the reported prevalence rates [27,28]. A meta-analysis revealed that scores
on behavioral difficulties assessments in children with HL are about 0.25 to 0.33 times the standard
deviation higher than those of their TD peers [27]. However, it was suggested that the attention and
response inhibition difficulties observed in children with HL are not necessarily linked to ADHD [27,29].
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Thus, while behavior regulation difficulties are more commonly reported in children with HL in
dimensional assessments of emotional and behavioral problems (e.g., through the Strengths and
Difficulties Questionnaire (SDQ)), attention and impulsiveness that occur independent of an ADHD
diagnosis may be of less severity than previously assumed, when considered dimensionally [27].

1.3. Modality-(In)Dependent Response Inhibition in ADHD

In ADHD, impairments of response inhibition are widely recognized as one core deficit of the
diagnosis [30-32]. Alterations in activation patterns within prefrontal, parietal and striatal areas are
commonly linked to response inhibition impairments [33-36]. Further, children with ADHD showed
an attenuated deactivation of the default mode network (DMN) during response inhibition tasks [37].
Interestingly, in the context of the DMN, a supra-modal extrinsic task mode network has been proposed,
that includes frontal, temporal and parietal regions [38]. Thus, supra-modal alterations within this task
mode network, next to the DMN attenuations, appear plausible during response inhibition. While the
response inhibition deficit in ADHD is well investigated [30-32], the majority of studies focus on
visual response inhibition (for meta-analyses see Lijffijt, et al. [39] and Simmonds, et al. [40]). In visual
response inhibition paradigms, children with ADHD showed a pattern of higher RT variability and
elevated FA rates compared to TDC [41,42]. Although auditory noise has been shown to be beneficial
under certain circumstances in ADHD [43], generally, auditory noise is well known to disturb cognitive
performance across different populations [43—45], and it remains unclear how children with ADHD
inhibit their behavior in response to auditory stimuli. Few studies that investigated auditory response
inhibition found that children with ADHD (symptomatology) had response inhibition difficulties in
both auditory and visual tasks [46,47]. In a previous study, for example, children with ADHD differed
from TDC in RTs and omission rates in the auditory and visual modality [47]. In the visual task,
however, children with ADHD showed additionally elevated FA rates. Thus, although attentional
deficits across modalities appeared to be a key feature of ADHD, inattentive and impulsive behavior
was more pronounced in the visual than the auditory task. This modality-specific effect has been
hypothesized to underlie both the developmental delay in ADHD and the asynchronous maturation of
hearing and vision [47].

1.4. Current Objectives

There is a need for studies utilizing simultaneous visual and auditory response inhibition
paradigms to verify modality-(in)dependent mechanisms in TDC, and to clarify whether populations
that exhibit or have an increased risk to develop behavior regulation difficulties show supra-modal or
modality-specific deficits. To our knowledge, no study has directly compared auditory and visual
response inhibition simultaneously in children with HL and children with ADHD. Disregarding the
potentially different pathophysiology of response inhibition problems of both groups, this could
provide insights into the variability of response inhibition difficulties across populations and sensory
modalities. Therefore, the aim of the current functional near-infrared spectroscopy (fNIRS) study
was the comparison of the behavioral performance and neural activity during an auditory and visual
go/nogo paradigm of children with HL (not diagnosed with ADHD) and children with ADHD (and
normal hearing) to TDC. FNIRS is a versatile and non-invasive imaging technique that is less susceptible
to motion artifacts than functional magnetic resonance imaging (fMRI). It is especially adequate for
investigations of children with HAs and auditory tasks, as it is a quiet optical imaging technique for
which the contraindications of fMRI do not apply [48]. We expected behavioral difficulties in response
inhibition in children with HL and children with ADHD that might depend on stimulus modality.
Based on previous reports (e.g., [28]), less pronounced behavioral alterations were expected for children
with HL, with difficulties being particularly present in the auditory condition. On the contrary, based on
previous findings [47], response inhibition difficulties in ADHD were expected to be more prominent
during the visual condition. Correspondingly, a differential functional disorganization of attention
networks was anticipated in children with HL and children with ADHD, compared to TDC. Given the
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limited research on modality-specific and supra-modal neural differences of response inhibition in
each group of interest, and considering that, to the best of our knowledge, no neuroimaging study has
previously compared children with ADHD and children with HL, no a priori hypotheses on these neural
differences between groups were made. Therefore, an exploratory, channel (Ch)-based, rather than a
region-of-interest-based, approach was performed, to investigate potential modality-(in)dependent
differences in neural activation patters across bilateral frontal, parietal and temporal brain regions
between groups.

2. Materials and Methods

2.1. Participants

Fifteen children with a bilateral HL, wearing bilateral HAs (HA group), 20 children with a
previously assigned clinical diagnosis of ADHD (ADHD group) and 27 TDC (TD group) between
the age of 6-13 years (M = 9.84, SD = 1.90) were included in the current study. Parental informed
consent and children’s assent was obtained, and children were reimbursed for study participation.
The study was approved by the local ethical committee (EK 188/15) and conducted in accordance with
the Code of Ethics of the World Medical Association (Declaration of Helsinki). An unaided pure-tone
audiometry was performed for all children with HAs within three weeks of study participation
(see Table S1 and Figure S1). Notably, children with HL performed the current paradigm wearing
their own HAs. Normal hearing of the TD and ADHD group was based on the mandatory early
hearing screening (U9, conducted by a pediatrician between 60 and 64 month of age, including
headphone-based audiometry, and documented in the child’s medical record) as well as parental report
on the day of testing. Participants were excluded if one of the following criteria applied: (i) a child in
the HA or TD group was diagnosed with ADHD, or (ii) a child in any group was diagnosed with any
other diagnosis than ADHD that may alter the neural organization, e.g., autism spectrum disorder.
TDC were recruited through local schools and previous study participation. Children fitted with
bilateral HAs were recruited through teacher-parent communications from a school offering special
education with a main focus on hearing and communication. The recruitment of clinically referred
children with a previously assigned clinical diagnosis of ADHD took place through the Outpatient
Unit of the Department of Child and Adolescent Psychiatry, Psychosomatics and Psychotherapy at the
University Hospital Aachen, Germany. Attention deficits and ADHD symptoms were assessed through
the German ADHD rating scale for parents or teachers (Fremdbeurteilungsbogen fiir Hyperkinetische
Storungen, FBB-HKS [49]; total: n = 56; missing: n = 6 (in the TD group); parental n = 52; teacher: n =4
(in the HL group)) and the parental Child Behavior Checklist (CBCL [50]; total: n = 60, missing: n =2 (1
TDC and 1 child with HL)). Children with ADHD treated with medication (e.g., methylphenidate) were
asked to stop their medication 24 h before participation. All children had normal or corrected to normal
vision. Based on the unequal gender distribution (x*(1, n = 62) = 5.20, p = 0.07), we systematically
controlled for an effect of gender in all behavioral analyses (Section 3.1). For the subsequent neural
analyses (Section 3.2), a matching procedure was applied, due to the unequal gender distribution and
samples sizes after fNIRS signal quality control (Section 2.4). The demographic characteristics are
listed separately for the behavioral and neural analyses in Table 1.
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Table 1. Demographic data for the behavioral and neural analyses.

50f24

HA ADHD TD Group Comparison Post hoc
M (SD) M (SD) M (SD)  X%F p
n n=15 n=20 n=27
Age 923 (193) 1025 (2.01) 987 (1.77) F(2,59) =1.25 0.29
Behavioral CBCL Inattention 59.50 (643) 64.00 (7.81) 52.85 (4.70) F(2,57) = 18.27 <0.001 TD < HA < ADHD
analyses analysis FBB-HKS Total 61.83 (26.84) 7724 (23.49) 4205 (29.91) F(2,47) = 7.99 0.001 TD < ADHD (and TD < HA (p4gj = 0.07))
Behavioral FBB-HKS Inattention 7229 (22.82) 8520 (19.93) 4829  (30.06) F(2,52) = 11.51 <0.001 TD < HA and TD < ADHD
behavioral task ~ FBB-HKS Hyperactivity ~ 69.75  (18.23) 76.16 (21.51) 49.62  (20.10) F(2,49) = 9.22 <0.001 TD < HA and TD < ADHD
FBB-HKS Impulsivity 57.80 (22.07) 7540 (23.18) 45.67 (26.43) F(2,53) =7.79 0.001 TD < ADHD (and HA < ADHD (p,4j = 0.06))
Gender (m:f) 5:10 14:6 17:10 X2(2,n=62)=520 0.07
n n=12 n=15 n=15
Age 911 (1.73) 1012 (2.07) 10.06 (1.84) F(2,39) = 1.31 0.33
Inattention CBCL (f) 6025 (6.62) 6653 (7.20) 5207 (3.54) F(2,38) = 21.05 <0.001 TD < HA < ADHD
FBB-HKS Total 6330 (25.67) 8292 (1947) 40.73  (30.69) F(2,31) =8.27 0.001 TD < ADHD (and TD < HA (p = 0.07) < ADHD (p = 0.07))
Neural analyses FBB-HKS Inattention 72.64 (22.75) 89.87 (12.87) 49.27 (32.08) F(2,34) = 10.00 0.001 TD < ADHD and TD < HA (and HA < ADHD (p = 0.07))
FBB-HKS Hyperactivity =~ 70.40  (17.33) 81.00 (20.77) 47.00 (18.11) F(2,33) =10.21 <0.001 TD < HA and TD < ADHD
FBB-HKS Impulsivity 54.83 (23.36) 82.67 (21.19) 4927  (26.61) F(2,35) = 7.79 0.002 TD < ADHD and HA < ADHD
Gender (m:f) 57 9:6 10:5 X2, n=62)=520 0.07

Note: The demographic data is shown separately for the behavioral analyses, that included children who completed the behavioral task, and the neural analyses, that included children
who completed the behavioral task and had valid neural data. Demographic data and t-values/percentiles for the inattention scales of the CBCL (Child Behavior Checklist) and the
FBB-HKS scale (Fremdbeurteilungsbogen fiir Hyperkinetische Stérungen) are depicted for the HA (hearing aid), ADHD (attention deficit/hyperactivity disorder) and TD (typically

developing) group.



Brain Sci. 2020, 10, 307 6 of 24

2.2. Set-Up and Go/Nogo Paradigm

To ensure silence, the assessment took place within a sound insulated booth (L x W x H=2.12 X
2.12 x 2 m; 9 m?; fulfilling the International Organization for Standardization requirements [51-53]).
Within the booth, all children were seated in front and with a distance of 0.9 m to a screen.
Two loudspeakers (Neumann KH-120A; Georg Neumann GmbH, Berlin, Germany) were positioned
in the front edges of the booth and at average height of the children’s ear axis. Well-being and
performance were monitored by a webcam and through a window. All children were assessed by a
go/nogo paradigm with alternated auditory and visual conditions with a total of six blocks, i.e., three
blocks for each condition (Figure 1; programmed in Presentation (Neurobehavioral Systems, Inc.,
Version 17.1. Berkeley, CA, USA), that were preceded by a short notice to indicate the sensory modality
of the block. In the auditory condition, sinusoidal tones of different tone frequencies were delivered in
pseudorandomized order at 70 dBA sound pressure level. The highest frequency (910 Hz) represented
the nogo stimulus. All tones were normalized according to standards of the EBU-R128 [54]. In the visual
condition, a pseudorandomized order of letters was displayed on the screen. The nogo stimulus was
the letter “X”. All stimuli were presented for 350 ms and intertwined by a randomized inter-stimulus
interval of, on average, 1525.5 ms. Children were required to respond via a button press with their
right (dominant) hand, as fast and as accurately as possible, to the go stimuli. Initially, the children
were introduced to the auditory stimuli to ensure audibility and correct differentiation of the tones.
Thereupon, 2 x 2 exercise runs (an auditory and a visual block, consisting of 10-trials each) were
completed to ensure the understanding of the procedure. While visual feedback was given during the
first exercise run of each condition, the second exercise run simulated the testing condition (without
any feedback). While the children performed the task, {NIRS recordings were obtained concurrently.

| |
BAB!BABl'BA +

@ @ @ Baseline

& %)

——

o %)

ISI 4
Trial
350ms ISI Trial 350ms 15T Trial
350 ms 350 ms
a) Visual trials sequence b) Auditory trials sequence

Block design: 16 go & 4 nogo stimuli (80:20)
(B) Baseline
(V) Visual stimuli: A, B, C, D, X
(A) Auditory stimuli: 400, 430, 460, 490, 910 Hz
(ISI) Inter-Stimulus-Interval, jittered: mean 1525.5 ms
(range: 1300 to 1775 ms)

Figure 1. Experimental design and trial structure. Abbreviations: B, Baseline; V, Visual; A, Auditory;
ISI, Inter-stimulus-interval.
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2.3. FNIRS

2.3.1. Probe Set Configuration

The multi-Ch ETG4000 optical topography system (Hitachi Medical Corporation, Tokyo, Japan)
was utilized to measure changes in oxygenated (AHbO) and deoxygenated (AHbR) hemoglobin
concentrations. Measurements were recorded with a sampling frequency of 10 Hz and two wavelengths
(695 and 830 nm). During the experiment, the children wore two X 3 X 5 probe sets that were placed
symmetrically on each side of the head within an electroencephalography (EEG) cap (Easycap GmbH,
Herrsching, Germany). A total of 44 measurement Chs with 22 per probe set was placed at a
Ch-to-Ch-distance of 3 cm. The receiving optode of the lowest row of each probe set (left: optode 17,
right: optode 26; as later illustrated in Figures 3 and 4) was positioned above the ear (above T3/T4 within
the 10/20 system [55]), and the anterior corner was oriented towards the eyebrows. A 3D-digitizer-free
virtual registration was applied for Ch-localization [56]. The Ch allocations are based on simulations,
providing estimates of stereotactic brain coordinates [56]. The 2 X 3 x 5 fNIRS configuration resembled
placements by the Jichi Medical University [57]. Herein, we refer to the anatomical brain labels of the
highest probability.

2.3.2. FNIRS Quality Control and Preprocessing

Metrics for signal quality control were the coefficients of variation (exclusion of HbO/HbR
variations above 10% and exclusion of a variation difference between HbO and HbR exceeding 5% [58])
and exclusion of Chs with measurement error identified by the repetitive occurrence of the same value
for 1s, a flat line. The quality check was performed in MATLAB (R2019a, The MathWorks Inc., Natick,
MA, USA), using self-written scripts. Due to poor overall quality (>40% of poor quality Chs), three
children from the HA group, two children from the ADHD group and six children from the TD group
were excluded from the neural data analyses. On average, 9.25% (4 out of 44 Chs) were removed across
the remaining sample.

After quality control, the fNIRS data was preprocessed in MATLAB (R2019a, The MathWorks Inc.,
Natick, MA, USA) with self-written scripts and scripts of the HomER?2 (Huppert, et al. [59]; version:
homer2_src_v2_8_11022018) and SPM-fNIRS toolbox [60]. All steps of the preprocessing pipeline are
depicted in Figure 2. A mean concentration with a time-window of 5 s after block onset, adjusting for
the buildup of the hemodynamic response, to the end of the block (26 s), was utilized for the reported
statistical analyses.
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) CoV > 10% or HbO - HbR > 5%
«Self-written Matlab scripts: (Lloyd-Fox et al., 2009)
*CoV : |
Bad channel | *Measurement error: flat line No sienal ch for 1 | ‘
detection y © RN ERTEI6E B ‘ i I
i.e. 10 samples “
N
*HomER2 function: ﬁ‘M A
W™
* hmrintensity20D MM : oy v J«V‘i WA\‘
Raw light W M’\VJ"\'\ \ 14 i
intensity to OD Y, L W

\ tMotion 1.0; tMask 1.0;
std_thresh: 13.0; amp_thresh: 0.4

*HomER?2 functions:

1. hmrMotionArtifactByChannel Pinierpotaiion = 0-99 w |
Motion artifact | 2. hmrMotionCorrectSpline '1W
removal 3. hmrMotionCorrectWavelet
iqr=1.2
\/ .
*HomER2 function: of: 0.01: Iof 0.5 H
* hmrBandpassFilter [piE Q015 lpiE 0.9 157
Filter
J
~ o . \
*HomER? function: Age-corrected differential path
‘ herDZCO,nC length factor (dplf)
*Matlab script:
«age-corrected dplf (Scholkmann and Wolf, 2013)
OD to HbO/HbR| )
~N
*HomER2 function: Binseliing comrsdion
< hmrBlockAvg (10s of the last seconds of the
Average b_lgcks subsequent baseline)
per condition )

Figure 2. ENIRS preprocessing pipeline. Abbreviations: CoV, coefficient of variation; HbO, oxygenated
hemoglobin; HbR, deoxygenated hemoglobin; OD, optical density; Ipf, low-pass filter; hpf, high-pass
filter; dplf, differential path length factor.

2.4. Matching Procedure

The exclusion of participants due to poor Ch-quality led to a wide variation in group size and
gender distribution between groups for the neural analyses. To account for the variation in group size
in the neural analyses, the sample sizes of the ADHD and TD group were reduced while avoiding
an unequal gender and age distribution. That is, three further male participants from the ADHD
group and one male participant from the TD group were excluded (for the final sample see Table 1).
Due to its smallest sample size, gender matching was based on the gender distribution of the HA
group. Perfect gender matching was not possible, due to the higher proportion of male children with
ADHD. However, the gender difference between groups did not reach significance (x?(2, n = 62) = 5.20,
p = 0.07) and a higher prevalence of male compared to female children with ADHD is frequently
observed in clinically referred samples [61].

2.5. Analyses

The analyses for behavioral and neural data were performed in R [62]. In order to check possible
influential factors, linear mixed models (LMMs) were applied for the dependent variables (DVs) of
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behavioral performance in the go/nogo task and the neural activation using the R package Ime4 [63].
To obtain p-values of the fixed effects, the anova function of the ImerTest package was used [64]. The R?
beta was calculated using the R package r2¢/mm and the Kenward Roger approach [65]. Models were
fitted using REML and the full model was always reported. For the behavioral analyses, with the sample
of n = 62 subjects in total, the full model included group as 3-level (HA, ADHD, TD), and gender as
2-level between-subject factor, as well as condition (auditory, visual) as 2-level repeated within-subject
factor. The interaction term of group-by-condition was included to explicitly evaluate whether the
effect of condition varied between groups, or the effect of group between modalities. It should be
noted that gender always remained in each model of the behavioral performance measures to take into
account the unequal gender distribution between the groups. For the neural analyses, data analyses
were conducted within the smaller sample consisting of n = 42 subjects, based on the gender matching
procedure described in Section 2.4. The full model consisted only of the group as 3-level between-subject
factor (HA, ADHD, TD) and the condition (auditory, visual) as 2-level repeated within-subject factor.
Again, the interaction term of group-by-condition was included. Group-by-condition interactions
were broken down by examining group effects per condition (2 LMMs) and condition effects per
group (3 LMMs). Post-hoc comparisons of significant effects with the emmeans R package [66] were
FDR corrected. For all analyses in this study, the level of significance was set at o« = 0.05. Partial
eta-squared (n?) was derived for the post-hoc comparisons of condition per group via the R package
ImSupport [67] and for post hoc comparisons of group effects conducted with the emmeans function,
Cohen’s d was derived.

For the behavioral data, separate independent LMMs were performed for the following DVs:
FA rates (reactions to nogo stimuli; in percentage), mean RTs (RTgc) of all correct Go trials (Hits)
and response variability (standard deviation of RTgo; SDgrgo). Prior to the analyses, RTs were
log-transformed and RTs below 100 ms were excluded. Additionally, the speed-accuracy trade-off
(SAT = correlation of z-transformed FA-rate and MeanRTy,), was analyzed by one-tailed Spearman’s
rho, due to the expected negative relationship between RT and FA rates. Moreover, a study by van
Belle, et al. [68] indicated that parameter estimates of the ex-Gaussian distribution [69], accounting for
the positively skewed RT data, are superior in describing go/nogo task performance, as well as the
behavioral characteristics of ADHD. RTs were therefore additionally investigated by the parameter
estimates mu and sigma (i.e., mean and standard deviation of the normal distribution) as well as tau
(i.e., mean and variance of the exponential distribution). The parameter estimates were determined
by maximum likelihood estimation, using the R package retimes [70]. An iteration rate of 10,000 for
bootstrapping was applied.

For the neural data, an LMM was run for each of the 44 Chs per chromophore (HbO, HbR). Due to
the exploratory purpose of the current study, the smaller number of subjects included in the neural
data analyses, and based on the decision to conduct Ch-wise comparisons of effects of condition, group
and their interaction on activation patterns, we decided against correction for multiple comparisons
(44 Chs). All neural analyses were therefore performed using LMMs with an uncorrected threshold
of p < 0.05. Notably, post-hoc comparisons of group, condition and group-by-condition interactions
were conducted identically to the behavioral analyses. Therefore, the post-hoc comparisons were
FDR corrected.

ENIRS activation maps per group and condition were created in MATLAB (MATLAB Release
2019a. The MathWorks, Inc., Natick, MA, USA), using the modified plotTopoMap function by Cui [71].
The activation maps depict the contrasts of AHbO and AHbR in each Ch against baseline (uncorrected
one-sample t-tests).

Finally, exploratory analyses to assess brain-behavior correlations were conducted. Spearman
correlations were computed between the FA rate and neural activation per group (HA, ADHD, TD)
and condition (auditory, visual). Chs showing significant group or condition effects in the LMMs were
entered into a correlation analysis. Results were considered significant with p < 0.05 (uncorrected).
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3. Results
3.1. Behavioral Data

3.1.1. FA Rate and Classical RT Analysis

An overview of all behavioral performance estimates per group and condition is given in Table 2.
A significant effect of condition on FA rates was identified. Higher FA rates were found in the visual
compared to the auditory condition (F(1, 59) = 60.43, p < 0.001, R? =0.51). Additionally, a group effect
was revealed (F(2, 58) = 3.64, p = 0.03, R? =0.11). Both children with HA (Padj = 0.06, d = —0.85) and
children with ADHD (p,4; = 0.07, d = —0.63) showed marginally higher FA rates than the TD group,
while children with ADHD did not differ from children with HAs (p,4; = 0.56, d = 0.22). Furthermore,
male participants showed trend wise higher FA rates than female participants (F(1, 58) = 3.41, p = 0.07,
R? =0.06).

Next, using classical RTg, analyses, a group-by-condition interaction was identified (F(2, 59) = 3.23,
p =0.047, R? =0.10). All groups showed lower RTs, i.e., faster reactions, in the visual than the auditory
condition (HA: F(1, 14) = 76.38, p < 0.001, pag; < 0.001, R? = 0.85; ADHD: F(1, 19) = 48.94, p < 0.001,
Padj < 0.001, R? = 0.72; TD: F(1, 26) = 165.18, p < 0.001, paqj < 0.001, R? = 0.86). While groups did
not differ in the visual condition (F < 1), a trend wise group effect on RTs was found in the auditory
condition (F(2, 58) = 3.81, p = 0.03, Padj = 0.06, 1]2 = 0.12). That is, children with ADHD showed faster
reactions than TDC (pgg; = 0.02, d = 0.81), but did not differ from children with HAs (p,4; = 0.29,d = 0.38),
which in turn were not distinguished from TDC (p,4; = 0.29, d = 0.43).

Response variability (SDrrgo) was affected by condition (F(1, 59) = 6.64, p = 0.01, R? =0.10) and
group (F(2, 58) = 3.20, p = 0.048, R? = 0.10). RTs were more variable in the auditory than the visual
condition. The ADHD group showed a marginally higher response variability than the TD group
(Pagj = 0.06, d = —0.86), while the HA group did not differ from the ADHD (p,; = 0.60, d = —0.22) nor
TD (pagj = 0.18, d = —0.63) group.

No significant SAT was identified for the two groups of interest (HA: auditory: rs = —0.06, p = 0.42,
visual: r; = —0.04, p = 0.44; ADHD: auditory: r; = —0.16, p = 0.25, visual: r; = —0.28, p = 0.11). TDC
did not show a significant SAT in the visual condition (rs = —0.27, p = 0.09), but only in the auditory
condition (s = —0.40, p = 0.02).

3.1.2. Maximum Likelihood Estimation of RTs

The comparison of the parameter estimates of the of the ex-Gaussian distribution yielded a
significant effect of condition (F(1, 59) = 118.90, p < 0.001, R? = 0.67) and group (F(2, 58) = 6.43, p = 0.003,
R? =0.18) on mu. Mu was smaller in the visual than in the auditory condition. Post-hoc comparisons of
the group effect showed that children with ADHD reacted faster (lower mu) than the TDC (p,g; = 0.003,
d =1.07). RTs of the HA group were marginally lower than the RTs of the TD group (p,g; = 0.05, d = 0.75)
and did not differ from the ADHD group (pa4; = 0.39, d = 0.32). The group-by-condition interaction
effect on mu was trend wise significant (F(2, 59) = 2.83, p = 0.07, R? =0.09). This was due to the fact that
the group effect was largely driven by the auditory (F(2, 58) = 6.75, p = 0.002, pag; = 0.005, n? =0.19),
in contrast to the visual condition (F(2, 58) =2.13, p = 0.13, pg; = 0.13, 172 =0.07). Furthermore, according
to sigma values of the ex-Gaussian distribution, response variability was higher in the auditory than
the visual condition (F(1, 59) = 39.12, p < 0.001, R? = 0.40). Finally, for tau scores of the ex-Gaussian RT
distribution, i.e., prolonged reactions, a main effect of condition (F(1, 59) = 11.46, p = 0.001, R? =0.16)
and group (F(2, 58) = 4.59, p = 0.01, R? = 0.14) was observed. All children showed higher fau scores in
the auditory than the visual condition. Children with ADHD showed more inattentive responses than
TDC (pagj = 0.02, d = —=0.99). The HA group did not differ from the ADHD group (p,4; = 0.75, d = -0.13)
and were marginally more inattentive than the TD group (pag; = 0.05, d = —0.85).
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Table 2. Summary of the behavioral performance scores per group and condition.

HA ADHD D Group Comparison
) (n=15) (n =20) (n=27) P P
Variable Modality Effect S
ect Size
M SD M sD M SD F Padjusted (RZ/T[Z) Post hoc (padjustedr d)
FA rate Visual 37.22 15.06 39.17 17.54 29.63 16.56 _ ADHD > TD (0.07, —0.63)
(%) Auditory 20.56 2417 17.92 18.79 9.57 13.22 F(2,58) = 3.64 0.03 0.11 HA > TD (0.06, —0.85)
RTgo Visual 43248 89.86 436.64 7799 43646 69.15 F<1 - - -
Auditory 611.62 12549 576.05 96.51 63691 69.55 F(2,58) =3.81 (882) 0.12 ADHD < TD (0.02, 0.81)
SDRTgO Visual 121.88 63.23 141.70 79.31 11058 41.89 _ _
Auditory 187.75 6424 18425 70.92 14377 42.88 F(2,58) = 3.20 0.048 0.10 ADHD >TD (0.06, ~0.86)
Mu Visual 31937 70.58 304.18 59.24 34842  85.05 _ ADHD < TD (0.003, 1.07)
Auditory 457.86 122.61 42408 119.11 538.66 91.90 F(2,58) =643 0.003 0.18 HA < TD (0.05, 0.75)
Sigma Visual 4352 2836 38.65 2638 5215 26.28 F<l _ B )
Auditory 92.99 56.28 79.61 47.59 82.46 39.75 <
Tau Visual 106.77 59.29 12646 76.67 82.50 43.28 _ ADHD > TD (0.02, —0.99)
Auditory 15296 9227 15238 8021 10053 5285 |08 =459 0.01 0.14 HA > TD (0.05, —0.85)

11 of 24

Note: Values for RTgo and SDRTgo are shown in raw data format (ms) for illustrative purposes, while for the analyses, the log-transformed values were utilized. Abbreviations: HA,
hearing aid; ADHD; attention deficit/hyperactivity disorder; TD, typically developing; FA, false alarm; RT, reaction time.
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3.2. ENIRS Analyses

3.2.1. Functional Brain Activation

First, possible modality-specific (auditory, visual) changes of HbO and HbR were inspected per
group (HA, ADHD, TD) by means of heat maps, depicting the neural activation of each condition
contrasted against baseline (see Figures 3 and 4 for the heat maps, and the Tables S2 and S3 for the
respective t-tests). Descriptively, the activation maps of both children with HAs and children with
ADHD differed from TDC: The HA group showed broader activation in the temporal cortex during
the auditory condition and higher activity in the right inferior and left superior frontal cortex during
the visual condition than TDC. Children with ADHD showed more diffuse activation patterns than
TDC, with higher parietal activity and broader frontal activity, yet, lower, less focal recruitment of the
right inferior prefrontal gyrus (IPFG).
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Figure 3. Heat maps (t-maps) of the AHbO contrast against baseline per group (HA, ADHD, TD) and
condition (auditory, visual). The respective t-values can be found in the Table S2. Abbreviations: P, Probe
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set; DLPFC, dorsolateral prefrontal cortex; pre/SMA, pre-motor and supplementary motor area; STG,
superior temporal gyrus; MTG, medial temporal gyrus; IPFG, inferior prefrontal gyrus; primary
somatos., primary somatosensory cortex; primary auditory assoc., primary auditory association cortex;
supram. gyrus, supramarginal gyrus; HA, hearing aid; ADHD, attention deficit/hyperactivity disorder;

TD, typically developing.
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Figure 4. Heat maps (f-maps) of the AHbR contrast against baseline per group (HA, ADHD, TD)
and condition (auditory, visual). The respective t-values can be found in Table S3. Abbreviations: P,
Probe set; DLPFC, dorsolateral prefrontal cortex; pre/SMA, pre-motor and supplementary motor area;
STG, superior temporal gyrus; MTG, medial temporal gyrus; IPEG, inferior prefrontal gyrus; primary
somatos., primary somatosensory cortex; primary auditory assoc., primary auditory association cortex;
supram. gyrus, supramarginal gyrus; HA, hearing aid; ADHD, attention deficit/hyperactivity disorder;

TD, typically developing.
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3.2.2. Effects on Changes in HbO and HbR

For the AHbO, the following effects on neural activity were revealed: three Chs above the left
dorsolateral prefrontal cortex (DLPFC) and the right frontopolar cortex showed higher AHbO in the
visual than the auditory condition across groups. Contrary, higher AHbO in the auditory compared to
the visual condition were revealed in the left pre-motor and supplementary motor area (pre/SMA),
the left IPFG and right superior temporal cortex (S5TG). Moreover, the ADHD group showed higher
AHDbO than the TD group in the right supramarginal gyrus and the right primary somatosensory
cortex. Only during the auditory condition, was a higher activation apparent in the ADHD group
compared to the TD and HA group in the left supramarginal gyrus. Finally, while TDC showed no
modality-specific activation in the right temporopolar region, the HA group showed higher AHbO in
the auditory than the visual condition.

Comparable to the AHbO, 4 Chs above the left DLPFC and right temporal areas revealed lower
AHDR, thus likely demonstrating higher activation, during the auditory than the visual condition.
Additionally, the ADHD group showed higher AHDR, thus likely lower activation, in bilateral parietal,
and left temporal as well as frontal regions than the HA group, and lower activation than the TD group
in the left STG and bilateral frontal areas, independent of modality. Finally, only during the auditory
condition, children with ADHD showed higher AHbR, lower activation, than the HA and TD group in
the right DLPFC. All the effects on AHbO/AHDR are listed in Tables 3 and 4 and illustrated in Figures
52 and S3, respectively.

3.2.3. Brain-Behavior Correlations

Brain-behavior correlations were revealed for the TD and ADHD group (see Supplementary
Table 54). For the TD group, a lower activation of the left DLPFC was associated with elevated FA rates
in the auditory condition. In the visual condition, higher HbR in TDC, likely reflecting lower activation,
in the right DLPFC was associated with an increased FA rate. For the ADHD group, an increase in
HbR, lower activation, in the right medial temporal gyrus (MTG) and the left somatosensory cortex
was associated with a higher FA rate in the visual condition. No significant correlations were found for
the HA group.
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Table 3. Effects of group and condition on AHbO.

Channel Brain Region Statistics Direction of Effect(s)

Condition effect

P1 Ché left DLPFC F(1,31)=5.28,p =0.03, R?2=0.15 visual > auditory
P1 Ch7 left DLPFC F(1,37)=7.48,p=0.01, R?2=0.17 visual > auditory
(_P2Chis - rightfrontopolarcortex F1,36)=519,p=003 R?=013 _  viswl>audiry

P1 Ch12 left pre/SMA F(1,39) = 4.65,p = 0.04, R?2=0.11 auditory > visual

P1 Chle6 left pars opercularis F(1,36) =4.93,p = 0.03, R> = 0.12 auditory > visual

P1 Ch20 left IPFG F(1,32) = 6.40, p = 0.02, R> = 0.17 auditory > visual

P2 Chl6 right STG F(1,36) = 7.88, p = 0.008, R? = 0.18 auditory > visual

Group effect

P2 Chl right supramarginal gyrus F(2,34) = 3.65,p = 0.04, R> = 0.18 ADHD > TD (pyg; = 0.03, d = —1.59)

. . ADHD > TD (pog; = 0.01, d = —1.49),
— — 2 _ adj
P2Ch5 right supramarginal gyrus F(2,33)=5.01,p =0.01, R = 0.23 ADHD > HA (pyg; = 006, d = —1.27)
P2Ché right primary somatosensory cortex F(2,38)=3.94,p =0.03, R2=0.17 ADHD > TD (p,j = 0.03,d = —1.22)

Condition X Group effect

group effect in the auditory condition (F(2, 35) = 3.60, p = 0.04, p,y; = 0.07, 7 =0.17)

P1 Ch9 left supramarginal gyrus F(2,35) =3.32, p = 0.048, R = 0.16 ADHD > TD (p,g; = 0.048, d = -0.86)
ADHD > HA (pq; = 0.048, d = —1.01)
condition effect for the HA group:
P2 Ch21 right temporopolar cortex F(2,33) = 6.31, p = 0.005, R? = 0.28 auditory > visual (p = 0.004, pogj = 0.01, R? = 0.66);

condition effect for the ADHD group:auditory < visual (p = 0.04, pa4; = 0.06, R? =0.33)

Abbreviations: P, probe set; Ch, channel; DLPFC, dorsolateral prefrontal cortex; pre/SMA, pre-motor and supplementary motor area; IPFG, inferior prefrontal gyrus; STG, superior
temporal gyrus; TD, typical developing; HA, hearing aid; ADHD, attention deficit/hyperactivity disorder.
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Table 4. Effects of group and condition on AHbR.

Statistics

Direction of Effect(s)

Channel Brain Region
Condition effect
P1Ch7 left DLPFC F(1,37) = 7.90, p = 0.008, R? = 0.18 auditory < visual
P2 Chl4 right STG F(1,37) = 4.34,p = 0.04, R> = 0.11 auditory < visual
P2 Chl6 right STG F(1, 36) = 4.88, p = 0.03, R?2=0.12 auditory < visual
P2 Ch20 right MTG F(, 38) 221(1'%7'25 =0.002, auditory < visual

Group effect

P1Ch8 left primary somatosensory cortex

F(2,37) = 4.88,p = 0.01, R =021
F(2,36) =6.79,p = 0.003, R? = 0.27

ADHD > HA (pyj = 0.01, d = ~1.40)
ADHD > HA (pyg; = 0.004, d = ~1.64),

P1 Chleé left pars opercularis ADHD > TD (g5 = 0.01, d = ~1.21)
ADHD > HA (pgq; = 0.02,d = —1.04),

_ — 2 _ aaj
P1 Ch17 left STG F(2,39) =4.62,p =0.02, R =0.19 ADHD > D (g, = 0,02, d = ~0.98)
P2 Ch2 right pre/SMA F(2,36) =3.87,p =0.03, R = 0.18 ADHD > HA (p4; = 0.03, d = ~1.28)
. ADHD > TD (p,g; = 0.05, d = —0.18),

— — 2 _ adj

P2 Ch17 right IPFG F(2,32) =3.41,p = 0.045, R = 0.18 HA < TD (paqj = 0.05,d = 1.10)

Condition X Group effect

P2 Ch3

right DLPFC

F(2,31) =4.13,p = 0.03, R =021

group effect in the auditory condition (F(2, 31) = 6.55, p = 0.004, paq; = 0.008, n? =0.19):
ADHD > HA (pgq; = 0.008, d = —1.47),
ADHD > TD (p,q; = 0.01, d = ~1.11)

Abbreviations: P, probe set; Ch, channel; DLPFC, dorsolateral prefrontal cortex; STG, superior temporal gyrus; MTG, medial temporal gyrus; pre/SMA, pre-motor and supplementary
motor area; TD, typical developing; HA, hearing aid; ADHD, attention deficit/hyperactivity disorder.
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4. Discussion

The objective of the current study was to elucidate the neural basis of auditory and visual response
inhibition in children with HL, fitted with bilateral HAs, and children with ADHD. In particular, it was
examined whether a shared dysfunctional supra-modal or modality-specific neural activation could be
identified that contributes to the inattentive and impulsive behavior compared to TDC.

Generally, all children showed a higher FA rate and faster RTs in the visual compared to the
auditory condition. In the present study, the response inhibition to nogo trials was thus superior in
the auditory condition. Notably, reactions to auditory stimuli were however prolonged and highly
variable. Previous studies similarly reported a high inconsistency and variability in responses to
auditory stimuli, as reflected by an elevated omission rate and RT variability [46,47].

Despite the explicit exclusion of children with HAs with a diagnosis of ADHD, parental/teacher
ratings of ADHD symptoms in the HA group were between the TD and ADHD group. In line with
this, though contrary to our hypothesis, the current auditory and visual go/nogo task revealed that
children with HAs did not differ from children with ADHD in their RTs or FA rates. Both the HA and
ADHD groups showed faster, more impulsive reactions than TDC. Compared to the TDC, reactions
were particularly faster during the auditory condition. The HA and ADHD groups, unlike the TDC,
did not show a SAT in the auditory condition and therefore probably did not adjust their RTs as
effectively in order to reduce FAs. While descriptively, FA rates for the HA group were particularly
elevated in the auditory and for the ADHD group in the visual condition, both groups showed higher
FA rates than the TDC across modalities. In addition, children with ADHD showed more attention
lapses than TDC, as indicated by the ex-Gaussian parameter tau, independent of modality. Attention
lapses of the children with HAs did not differ from the ADHD group either. The observed impulsive
behavioral responses and elevated parental ADHD symptom ratings of the HA group are consistent
with previous neuropsychological studies of children with HL [25,29]. Despite potentially different
pathophysiological mechanisms, this suggests that sensory deprivation could lead to phenotypically
similar behavioral deviations from TDC as ADHD. These alterations, in response inhibition, appear to
be present across sensory modalities. Yet, differences between auditory and visual response inhibition
were observed, even in TDC, and point to modality-specific characteristics of response inhibition
processes. The modality-specific efficiency might potentially underlie the asynchronous development
of vision and audition [47,72]. This might possibly explain the decrease in differences between
auditory and visual RTs with increasing age, which has been previously shown in TD individuals [73].
The behavioral differences, in turn, might underlie the neural development as well as a potentially
different neural organization of auditory and visual response inhibition mechanisms.

Although the current neural findings should be inspected with caution due to the exploratory
nature of the (uncorrected) analyses, the current study, to our knowledge, was the first to provide
tentative indications of modality- and group-specific neural activations. While across groups,
higher activity was detected in the temporal regions likely indicating auditory processing, differences
between modalities beyond the temporal cortices were found, such as within the frontal cortex and
the pre/SMA. The frontostriatal network, including the (inferior) frontal cortex and pre/SMA, plays a
crucial role in response inhibition [1]. The modality-specific activation in these regions might underlie
differences in connectivity of the sensory systems to the response inhibition network. Comparable
modality-specific differences in response inhibition have been previously reported between the tactile
and visual modality in adults [8,74], suggesting that behavioral and neural processes involved in
response inhibition depend on the modality of the presented stimulus. In contrast to the tactile system
that has more direct connections to the frontostriatal network, the auditory and visual systems might
differently connect to frontal regions via an indirect path over the parietal association hubs [75,76].
While many (attention) mechanisms in TD might generally operate in a supra-modal manner (e.g., see
Deng, et al. [77] for a current study on shared auditory and visual spatial attention processes), the current
results hint to the sensory-specific efficiency of response inhibition. Notably, while exploratory analyses
suggested that a decreased activation of left and right DLPFC cortex was associated with an increased
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FA rate in TDC in the auditory and visual condition respectively, the ADHD group showed an
association between lower activity in temporal and somatosensory areas and an increased FA rate
during the visual condition.

Next to these modality-specific changes in HbO and HbR, the first indications of activation patterns
specific to children with ADHD and specific to children with HL with bilateral HAs were found. While
the ADHD group showed higher and less focal activation of right supramarginal and somatosensory
cortices, lower activation in the left STG and bilateral frontal regions was observed. The observed
effects were independent of stimulus modality. In particular, the largest effect, observed in the left
IPEG (pars opercularis), and effects in other frontal regions that indicated higher AHbR, thus likely
lower activation, in children with ADHD than TDC are in agreement with previous studies reporting
a lower (right inferior) frontal activity in ADHD during response inhibition paradigms [35,78-81].
The IPFG, in particular, as part of the frontostriatal response inhibition network, has been linked to
response inhibition and an action stopping-mechanism [82].

Contrary to the ADHD group, the activation patterns of the HA group differed only from
the TDC in the right temporopolar cortex. That is, children with HAs showed a modality-specific
activation with higher activation during the auditory than the visual condition, whereas TDC showed a
modality-independent activation pattern. The elevated activation during the auditory condition might
reflect a higher effort required due to the HL to achieve a comparable performance level. Albeit poor
response inhibition was observed in the HA group independent of modality, no supra-modal alteration
in the activation patterns of the children with bilateral HL fitted with HAs were found. Yet, based on the
current fNIRS probe configuration, we cannot rule out changes in neural activation entirely, since the
amount of Chs utilized for the assessment was limited (Section 4.1). Further, while descriptively a
higher activation of right inferior frontal and left superior frontal cortices during the visual condition
compared to TDC can be seen, which might suggest higher effort or result of altered neural connectivity
(e.g., [19]), these (uncorrected) baseline contrasts should be interpreted with caution. While children
with HAs and children with ADHD thus showed indifferent behavioral responses, a differential
functional disorganization specific to each group was revealed.

4.1. Limitations and Future Applications

The current study provides first insights into the differences between auditory and visual response
inhibition on behavioral and neural level across different pediatric samples. Hereby, {NIRS proved
to be a suitable technique to investigate the current (auditory) task under a naturalistic and quiet
experimental setting.

The presented results, however, should be considered in the context of some limitations. Due to
strict time constraints, we assessed auditory and visual response inhibition within one paradigm to
allow both a direct comparison of the two modalities, and the comparison of the two groups of interest
to TDC. This did not allow an event-related neural analyses and a contrast of cortical activation during
nogo (successful/not successful) vs. go (successful/not successful) trials, due to the insufficient number
of total trials. However, if response inhibition is considered the dominant mechanism underlying
mixed go/nogo blocks [40,83], the underlying neural basis of the nogo process should be revealed
when a go/nogo block is contrasted against a low-level baseline. Nevertheless, future event-related
approaches of a similar paradigm could offer further insights into visual and auditory response
inhibition. Event-related designs and simultaneous fNIRS-EEG assessments might add important
information on modality-dependent temporal aspects of response inhibition. Second, we cannot rule
out that differences between modalities resulted from the different stimulus characteristics of the current
auditory and visual stimuli. Irrespective of differing stimulus characteristics, auditory processing
seems to occur in a similar time frame to visual processing [84], and previous studies utilizing simple
RT tasks have shown that RTs to auditory stimuli are faster than RTs to visual stimuli [85,86]. Thus,
if response inhibition efficiency could be supra-modal, auditory RTs in a response inhibition task
should be faster than, or at least as fast as, visual RTs. This suggests that the modality-specific effects
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reported herein were likely specific to response inhibition and are driven by modality-specific effects of
inhibitory control rather than differences in the speed of processing an auditory vs. a visual stimulus.
An alternative explanation could be that the observed modality-specific effects resulted from differences
in the distinction between the go and nogo stimuli. It might have been easier to distinguish between
the auditory nogo stimulus and the auditory go stimuli than it was to distinguish between the visual
nogo stimulus and the visual go stimuli. Although previous studies provided comparable evidence of
a modality-specific response inhibition efficiency in TD adults and children [8,73], future studies might
investigate response inhibition with different visual and auditory stimuli to validate the current findings.
Analogously, the order of auditory and visual conditions has not been counterbalanced, which might
have potentially primed children to the first presented modality [87]. Finally, it is important to note
that the degree of hearing (loss), the age at HL and HA amplification, as well as HA use, might have
affected performance. For example, a previous study indicated that cortical re-organization depends
on the degree of HL [88], which in turn is likely to affect behavioral performance. The current sample
of children with HAs showed a wide variety with respect to their degree of HL and no pure-tone
audiometry was performed for TDC and children with ADHD. Normal hearing was based on the
mandatory early hearing screening (U9, including headphone-based audiometry) and parental report.
Future studies should aim to assess (i) an extended paradigm version with a higher number of trials,
(ii) different and counterbalanced presentation of auditory and visual stimuli, and (iii) the effect of the
degree of hearing and HL etiology, as well as HA use and amplification within larger samples.

5. Conclusions

The current study provided first evidence for differences in response inhibition in children
with HL and children with ADHD compared to TDC across and between the auditory and visual
modality. Notably, children with HAs showed similar behavioral performance alterations in the
go/nogo task to children with ADHD, suggesting that early sensory deprivation might put children
at risk of developing response inhibition deficits. On the neural level, however, group-specific
altered activation patterns compared to TDC were revealed, which might underlie the observed
behavioral changes. While children with HL fitted with HAs mainly showed differences in neural
activity during the auditory condition, children with ADHD showed alterations across modalities.
The current study emphasizes the importance of neuropsychological investigations of visual and
auditory response inhibition in children with HL. Furthermore, while the current study suggests that
the observed behavioral difficulties appear not to be related to ADHD, the behavioral similarities
between HL and ADHD warrant a careful screening of ADHD symptoms in children with HL to
detect behavioral difficulties (in)dependent of ADHD, which consequentially, should be considered
in rehabilitation programs. In addition, the current findings carry important implications for future
ADHD investigations. Further studies examining complementary auditory to already existing visual
paradigms in ADHD are warranted, as behavioral and neural alterations in response inhibition were
found in both modalities within the current study. Replications with larger samples and different
combined visual and auditory response inhibition paradigms are encouraged.
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for the HA group, Table S2: Uncorrected f-tests of the significant (p < 0.05) contrasts of AHbO in each condition
against baseline, Table S3: Uncorrected t-tests of the significant (p < 0.05) contrasts of AHbR in each condition
against baseline, Table S4: Brain-behavior correlations.

Author Contributions: Formal analysis, L.B.; Investigation, L.B.; Methodology, L.B., W.S. and K.K.; Project
administration, ].F., C.N.-R. and K.K; Resources (MATLAB scripts for the fNIRS preprocessing pipeline), L.B. and
V.R,; Supervision, J.F., CN.-R. and K.K,; Visualization, L.B.; Writing—Original draft, L.B. All authors revised the
manuscript critically and have read and approved the final version for publication. All authors have read and
agreed to the published version of the manuscript.


http://www.mdpi.com/2076-3425/10/5/307/s1

Brain Sci. 2020, 10, 307 20 of 24

Funding: This work was supported by the Excellence Initiative of the German Federal and State Governments
(ERS Boost Fund 2014; OPBF090) and by the Deutsche Forschungsgemeinschaft (DFG, German Research
Foundation; 269953372/GRK2150). The purchase of the Hitachi fNIRS system for the University Hospital RWTH
Aachen (Germany) was funded by the Deutsche Forschungsgemeinschaft (DFG, German Research Foundation;
INST 948/18-1 FUGG), awarded to KK.

Acknowledgments: The authors would like to thank the participants for their contribution to the project, as well
as Arndt Brandl, Lucia Martin and Alokeparna Ray for their assistance during data collection.

Conflicts of Interest: The authors declare no conflict of interest.

References

1.  Bari, A.; Robbins, T.W. Inhibition and impulsivity: Behavioral and neural basis of response control.
Prog. Neurobiol. 2013, 108, 44-79. [CrossRef]

2. Diamond, A.; Normal development of prefrontal cortex from birth to young adulthood: Cognitive functions,
anatomy, and biochemistry. Princ. Front. Lobe Funct. 2002, 466-503. Available online: http://devcogneuro.
com/Publications/ChapterinStuss&Knight.pdf (accessed on 18 July 2018).

3.  Diamond, A. Executive functions. Annu. Rev. Psychol. 2013, 64, 135-168. [CrossRef] [PubMed]

4. Bahrick, L.E.; Todd,].T.; Soska, K.C. The Multisensory Attention Assessment Protocol (MAAP): Characterizing
Individual Differences in Multisensory Attention Skills in Infants and Children and Relations with Language
and Cognition. Dev. Psychol. 2018, 54, 2207-2225. [CrossRef] [PubMed]

5. Piaget, ].; Cook, M. The Origins of Intelligence in Children; International Universities Press New York: New York,
NY, USA, 1952; Volume 8.

6.  Quittner, A.L.; Smith, L.B.; Osberger, M.].; Mitchell, T.V.; Katz, D.B. The impact of audition on the development
of visual attention. Psychol. Sci. 1994, 5, 347-353. [CrossRef]

7. Chmielewski, W.X.; Muckschel, M.; Dippel, G.; Beste, C. Concurrent information affects response inhibition
processes via the modulation of theta oscillations in cognitive control networks. Brain Struct. Funct. 2016,
221, 3949-3961. [CrossRef]

8.  Bodmer, B.; Beste, C. On the Dependence of Response Inhibition Processes on Sensory Modality.
Hum. Brain Mapp. 2017, 38, 1941-1951. [CrossRef]

9. Lee, AK,; Larson, E.; Maddox, R K.; Shinn-Cunningham, B.G. Using neuroimaging to understand the cortical
mechanisms of auditory selective attention. Hear. Res. 2014, 307, 111-120. [CrossRef]

10. Bahrick, L.E,; Liekliter, R.; Flom, R. Intersensory redundancy guides the development of selective attention,
perception, and cognition in infancy. Curr. Dir. Psychol. Sci. 2004, 13, 99-102. [CrossRef]

11. Lickliter, R.; Bahrick, L.E.; Vaillant-Mekras, J. The intersensory redundancy hypothesis: Extending the
principle of unimodal facilitation to prenatal development. Dev. Psychobiol. 2017, 59, 910-915. [CrossRef]

12.  Bell, L.; Wagels, L.; Neuschaefer-Rube, C.; Fels, J.; Gur, R.E.; Konrad, K. The Cross-Modal Effects of Sensory
Deprivation on Spatial and Temporal Processes in Vision and Audition: A Systematic Review on Behavioral
and Neuroimaging Research since 2000. Neural Plast. 2019, 2019, 21. [CrossRef] [PubMed]

13. Bonna, K.; Finc, K.; Zimmermann, M.; Bola, £.; Mostowski, P.; Szul, M.; Rutkowski, P, Duch, W,;
Marchewka, A.; Jednordg, K. Early deafness leads to re-shaping of global functional connectivity beyond the
auditory cortex. arXiv 2019, arXiv:1903.11915.

14. Lomber, S.G.; Butler, B.E.; Glick, H.; Sharma, A. Crossmodal Neuroplasticity in Deafness: Evidence from
Animal Models and Clinical Populations. In Multisensory Perception; Elsevier: Amsterdam, The Netherlands,
2020; pp. 343-370.

15.  Brimijoin, W.O.; McShefferty, D.; Akeroyd, M.A. Auditory and visual orienting responses in listeners with
and without hearing-impairment. J. Acoust. Soc. Am. 2010, 127, 3678-3688. [CrossRef] [PubMed]

16. Broadbent, D. Perception and Communication; Pergamon Press: Elmsford, NY, USA, 1958.

17.  Driver, ].; Spence, C.]. Spatial Synergies between Auditory and Visual Attention. In Attention and Performance
XV: Conscious and Nonconcious Information Processing; MIT Press: Cambridge, MA, USA, 1994.

18. Conway, C.M,; Pisoni, D.B.; Kronenberger, W.G. The Importance of Sound for Cognitive Sequencing Abilities:
The Auditory Scaffolding Hypothesis. Curr. Dir. Psychol. Sci. 2009, 18, 275-279. [CrossRef] [PubMed]

19. Kral, A.; Kronenberger, W.G.; Pisoni, D.B.; O’Donoghue, G.M. Neurocognitive factors in sensory restoration
of early deafness: A connectome model. Lancet Neurol. 2016, 15, 610-621. [CrossRef]


http://dx.doi.org/10.1016/j.pneurobio.2013.06.005
http://devcogneuro.com/Publications/ChapterinStuss&Knight.pdf
http://devcogneuro.com/Publications/ChapterinStuss&Knight.pdf
http://dx.doi.org/10.1146/annurev-psych-113011-143750
http://www.ncbi.nlm.nih.gov/pubmed/23020641
http://dx.doi.org/10.1037/dev0000594
http://www.ncbi.nlm.nih.gov/pubmed/30359058
http://dx.doi.org/10.1111/j.1467-9280.1994.tb00284.x
http://dx.doi.org/10.1007/s00429-015-1137-1
http://dx.doi.org/10.1002/hbm.23495
http://dx.doi.org/10.1016/j.heares.2013.06.010
http://dx.doi.org/10.1111/j.0963-7214.2004.00283.x
http://dx.doi.org/10.1002/dev.21551
http://dx.doi.org/10.1155/2019/9603469
http://www.ncbi.nlm.nih.gov/pubmed/31885540
http://dx.doi.org/10.1121/1.3409488
http://www.ncbi.nlm.nih.gov/pubmed/20550266
http://dx.doi.org/10.1111/j.1467-8721.2009.01651.x
http://www.ncbi.nlm.nih.gov/pubmed/20725604
http://dx.doi.org/10.1016/S1474-4422(16)00034-X

Brain Sci. 2020, 10, 307 21 of 24

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

Tomblin, J.B.; Oleson, J.J.; Ambrose, S.E.; Walker, E.; Moeller, M.P. The influence of hearing aids on the speech
and language development of children with hearing loss. JAMA Otolaryngol. Head Neck Surg. 2014, 140,
403-409. [CrossRef]

Svirsky, M.A. Language development in children with profound and prelingual hearing loss, without
cochlear implants. Ann. Otol. Rhinol. Laryngol. Suppl. 2000, 185, 99-100. [CrossRef]

Barker, D.H.; Quittner, A.L; Fink, N.E.; Eisenberg, L.S.; Tobey, E.A.; Niparko, ].K.; TEAM, C.I. Predicting
behavior problems in deaf and hearing children: The influences of language, attention, and parent-child
communication. Dev. Psychopathol. 2009, 21, 373-392. [CrossRef] [PubMed]

Le Clercq, C.M.; Labuschagne, L.J.; Franken, M.-C .].; de Jong, R J.B.; Luijk, M.P; Jansen, PW.; van der Schroeff, M.P.
Association of slight to mild hearing loss with behavioral problems and school performance in children.
JAMA Otolaryngol. Head Neck Surg. 2020, 146, 113-120. [CrossRef]

Beer, J.; Kronenberger, W.G.; Castellanos, I.; Colson, B.G.; Henning, S.C.; Pisoni, D.B. Executive functioning
skills in preschool-age children with cochlear implants. J. Speech Lang. Hear. Res. 2014, 57, 1521-1534.
[CrossRef]

Hoffman, M.; Tiddens, E.; Quittner, A.L.; Team, C.D.I. Comparisons of visual attention in school-age children
with cochlear implants versus hearing peers and normative data. Hear. Res. 2018, 359, 91-100. [CrossRef]
[PubMed]

Theunissen, S.C.; Rieffe, C.; Netten, A.P,; Briaire, ].J.; Soede, W.; Schoones, ] W.; Frijns, ].H. Psychopathology
and its risk and protective factors in hearing-impaired children and adolescents: A systematic review.
JAMA Pediatr. 2014, 168, 170-177. [CrossRef] [PubMed]

Stevenson, J.; Kreppner, J.; Pimperton, H.; Worsfold, S.; Kennedy, C. Emotional and behavioural difficulties
in children and adolescents with hearing impairment: A systematic review and meta-analysis. Eur. Child
Adolesc. Psychiatry 2015, 24, 477-496. [CrossRef]

Tharpe, A.M.; Ashmead, D.H.; Rothpletz, A.M. Visual attention in children with normal hearing, children
with hearing aids, and children with cochlear implants. ]. Speech Lang. Hear. Res. 2002, 45, 403—413.
[CrossRef]

Mitchell, T.V.; Quittner, A.L. Multimethod study of attention and behavior problems in hearing-impaired
children. J. Clin. Child Psychol. 1996, 25, 83-96. [CrossRef]

Barkley, R.A. Response inhibition in attention-deficit hyperactivity disorder. Ment. Retard. Dev. Disabil.
Res. Rev. 1999, 5, 177-184. [CrossRef]

Nigg, J.T. Is ADHD a disinhibitory disorder? Psychol. Bull. 2001, 127, 571-598. [CrossRef]

Quay, H.C. Inhibition and attention deficit hyperactivity disorder. J. Abnorm. Child Psychol. 1997, 25, 7-13.
[CrossRef]

Rubia, K.; Smith, A.B.; Brammer, M.].; Toone, B.; Taylor, E. Abnormal brain activation during inhibition
and error detection in medication-naive adolescents with ADHD. Am. ]. Psychiatry 2005, 162, 1067-1075.
[CrossRef]

Durston, S.; Tottenham, N.T.; Thomas, K.M.; Davidson, M.C.; Eigsti, I.-M.; Yang, Y.; Ulug, A.M.; Casey, B.
Differential patterns of striatal activation in young children with and without ADHD. Biol. Psychiatry 2003,
53, 871-878. [CrossRef]

Miao, S.; Han, J.; Gu, Y.; Wang, X.; Song, W.; Li, D.; Liu, Z.; Yang, J.; Li, X. Reduced Prefrontal Cortex
Activation in Children with Attention-Deficit/Hyperactivity Disorder during Go/No-Go Task: A Functional
Near-Infrared Spectroscopy Study. Front. Neurosci. 2017, 11, 367. [CrossRef]

Ehlis, A.C.; Baehne, C.G.; Jacob, C.P; Herrmann, M.].; Fallgatter, A.J]. Reduced lateral prefrontal activation
in adult patients with attention-deficit/hyperactivity disorder (ADHD) during a working memory task:
A functional near-infrared spectroscopy (fNIRS) study. . Psychiatr. Res. 2008, 42, 1060-1067. [CrossRef]
[PubMed]

Liddle, E.B.; Hollis, C.; Batty, M.J.; Groom, M.J.; Totman, J.J.; Liotti, M.; Scerif, G.; Liddle, PF.
Task-related default mode network modulation and inhibitory control in ADHD: Effects of motivation and
methylphenidate. J. Child Psychol. Psychiatry 2011, 52, 761-771. [CrossRef] [PubMed]

Hugdahl, K; Raichle, M.E.; Mitra, A.; Specht, K. On the existence of a generalized non-specific task-dependent
network. Front. Hum. Neurosci. 2015, 9, 430. [CrossRef] [PubMed]


http://dx.doi.org/10.1001/jamaoto.2014.267
http://dx.doi.org/10.1177/0003489400109S1243
http://dx.doi.org/10.1017/S0954579409000212
http://www.ncbi.nlm.nih.gov/pubmed/19338689
http://dx.doi.org/10.1001/jamaoto.2019.3585
http://dx.doi.org/10.1044/2014_JSLHR-H-13-0054
http://dx.doi.org/10.1016/j.heares.2018.01.002
http://www.ncbi.nlm.nih.gov/pubmed/29370963
http://dx.doi.org/10.1001/jamapediatrics.2013.3974
http://www.ncbi.nlm.nih.gov/pubmed/24296921
http://dx.doi.org/10.1007/s00787-015-0697-1
http://dx.doi.org/10.1044/1092-4388(2002/032)
http://dx.doi.org/10.1207/s15374424jccp2501_10
http://dx.doi.org/10.1002/(SICI)1098-2779(1999)5:3&lt;177::AID-MRDD3&gt;3.0.CO;2-G
http://dx.doi.org/10.1037/0033-2909.127.5.571
http://dx.doi.org/10.1023/A:1025799122529
http://dx.doi.org/10.1176/appi.ajp.162.6.1067
http://dx.doi.org/10.1016/S0006-3223(02)01904-2
http://dx.doi.org/10.3389/fnins.2017.00367
http://dx.doi.org/10.1016/j.jpsychires.2007.11.011
http://www.ncbi.nlm.nih.gov/pubmed/18226818
http://dx.doi.org/10.1111/j.1469-7610.2010.02333.x
http://www.ncbi.nlm.nih.gov/pubmed/21073458
http://dx.doi.org/10.3389/fnhum.2015.00430
http://www.ncbi.nlm.nih.gov/pubmed/26300757

Brain Sci. 2020, 10, 307 22 of 24

39.

40.

41.

42.

43.

44.
45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

Lijffijt, M.; Kenemans, J.L.; Verbaten, M.N.; van Engeland, H. A meta-analytic review of stopping performance
in attention-deficit/hyperactivity disorder: Deficient inhibitory motor control? J. Abnorm. Psychol. 2005, 114,
216-222. [CrossRef] [PubMed]

Simmonds, D.].; Pekar, ].J.; Mostofsky, S.H. Meta-analysis of Go/No-go tasks, demonstrating that fMRI
activation associated with response inhibition is task-dependent. Neuropsychologia 2008, 46, 224-232.
[CrossRef] [PubMed]

Slaats-Willemse, D.; Swaab-Barneveld, H.; de Sonneville, L.; van der Meulen, E.; Buitelaar, J. Deficient
response inhibition as a cognitive endophenotype of ADHD. J. Am. Acad. Child Adolesc. Psychiatry 2003, 42,
1242-1248. [CrossRef] [PubMed]

Wodka, E.L.; Mahone, E.M.; Blankner, ].G.; Larson, J.C.; Fotedar, S.; Denckla, M.B.; Mostofsky, S.H. Evidence
that response inhibition is a primary deficit in ADHD. J. Clin. Exp. Neuropsychol. 2007, 29, 345-356. [CrossRef]
Soderlund, G.; Sikstrom, S.; Smart, A. Listen to the noise: Noise is beneficial for cognitive performance in
ADHD. J. Child Psychol. Psychiatry 2007, 48, 840-847. [CrossRef]

Broadbent, D.E. The Effects of Noise on Behaviour; Pergamon Press, Inc.: New York, NY, USA, 1958.

Smith, A. A Review of the Effects of Noise on Human-Performance. Scand. ]. Psychol. 1989, 30, 185-206.
[CrossRef]

Moreno-Garcia, I.; Delgado-Pardo, G.; Roldan-Blasco, C. Attention and Response Control in ADHD.
Evaluation through Integrated Visual and Auditory Continuous Performance Test. Span. ]. Psychol. 2015, 18.
[CrossRef] [PubMed]

Lin, H.-Y.; Hsieh, H.-C.; Lee, P; Hong, E-Y.; Chang, W.-D.; Liu, K.-C. Auditory and Visual Attention
Performance in Children With ADHD: The Attentional Deficiency of ADHD Is Modality Specific.
J. Atten. Disord. 2014, 1, 1-10. [CrossRef] [PubMed]

Minagawa-Kawai, Y.; Naoi, N.; Kojima, S. Fundamentals of the NIRS System. In New Approach to Functional
Neuroimaging: Near Infrared Spectroscopy; Keio University Press: Tokyo, Japan, 2009.

Dopfner, M.; Gortz-Dorten, A.; Lehmkuhl, G.; Breuer, D.; Goletz, H. DISYPS-II. Diagnostik-System fiir
psychische Storungen nach ICD-10 und DSM-1V fiir Kinder und Jugendliche-II; Manual. [DISYPS-II. Diagnostic
assessment system for mental disorders in children and adolescents according to ICD-10 and DSM-IV, 2nd ed.
manual]; Verlag Hans Huber: Bern, Germany, 2008.

Achenbach, TM.; Dumenci, L.; Rescorla, L.A. Ratings of Relations between DSM-IV Diagnostic Categories and
Items of the CBCL/6-18, TRF, and YSR; University of Vermont: Burlington, VT, USA, 2001.

International Organization for Standardization. Acoustics—Audiometric Test Methods—Part 1: Pure-Tone
Air and Bone Conduction Audiometry; ISO 8253-1; International Organization for Standardization: Geneva,
Switzerland, 2010.

International Organization for Standardization. Acoustics—Audiometric Test Methods—Part 2: Sound
Field Audiometry with Pure-Tone and Narrow-Band Test Signals; 1ISO 8253-2; International Organization
for Standardization: Geneva, Switzerland, 2009.

International Organization for Standardization. Acoustics—Audiometric Test Methods—Part 3: Speech
Audiometry; ISO 8253-3; International Organization for Standardization: Geneva, Switzerland, 2012.

EBU. EBU Recommendation: Loudness Normalisation and Permitted Maximum Level of Audio Signals; EBU-R128;
EBU: Saconnex, Switzerland, 2014.

Jasper, H. Report of the committee on methods of clinical examination in electroencephalography.
Electroencephalogr. Clin. Neurophysiol. 1958, 10, 370-375.

Tsuzuki, D.; Jurcak, V.; Singh, A.K.; Okamoto, M.; Watanabe, E.; Dan, I. Virtual spatial registration of
stand-alone fNIRS data to MNI space. Neuroimage 2007, 34, 1506-1518. [CrossRef] [PubMed]

Jichi Medical University. Results for Virtual Registration. Available online: http://www.jichi.ac.jp/brainlab/
virtual_registration/Result3x5_E.html (accessed on 24 September 2018).

Lloyd-Fox, S.; Blasi, A.; Volein, A.; Everdell, N.; Elwell, C.E.; Johnson, M.H. Social perception in infancy:
A near infrared spectroscopy study. Child Dev. 2009, 80, 986-999. [CrossRef] [PubMed]

Huppert, TJ.; Diamond, S.G.; Franceschini, M.A.; Boas, D.A. HomER: A review of time-series analysis
methods for near-infrared spectroscopy of the brain. Appl. Opt. 2009, 48, D280-D298. [CrossRef]

Tak, S.; Uga, M.; Flandin, G.; Dan, I; Penny, W.D. Sensor space group analysis for fNIRS data.
J. Neurosci. Methods 2016, 264, 103-112. [CrossRef]


http://dx.doi.org/10.1037/0021-843X.114.2.216
http://www.ncbi.nlm.nih.gov/pubmed/15869352
http://dx.doi.org/10.1016/j.neuropsychologia.2007.07.015
http://www.ncbi.nlm.nih.gov/pubmed/17850833
http://dx.doi.org/10.1097/00004583-200310000-00016
http://www.ncbi.nlm.nih.gov/pubmed/14560175
http://dx.doi.org/10.1080/13803390600678046
http://dx.doi.org/10.1111/j.1469-7610.2007.01749.x
http://dx.doi.org/10.1111/j.1467-9450.1989.tb01082.x
http://dx.doi.org/10.1017/sjp.2015.2
http://www.ncbi.nlm.nih.gov/pubmed/25734571
http://dx.doi.org/10.1177/1087054714542004
http://www.ncbi.nlm.nih.gov/pubmed/25085651
http://dx.doi.org/10.1016/j.neuroimage.2006.10.043
http://www.ncbi.nlm.nih.gov/pubmed/17207638
http://www.jichi.ac.jp/brainlab/virtual_registration/Result3x5_E.html
http://www.jichi.ac.jp/brainlab/virtual_registration/Result3x5_E.html
http://dx.doi.org/10.1111/j.1467-8624.2009.01312.x
http://www.ncbi.nlm.nih.gov/pubmed/19630889
http://dx.doi.org/10.1364/AO.48.00D280
http://dx.doi.org/10.1016/j.jneumeth.2016.03.003

Brain Sci. 2020, 10, 307 23 of 24

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

Willcutt, E.G. The prevalence of DSM-IV attention-deficit/hyperactivity disorder: A meta-analytic review.
Neurotherapeutics 2012, 9, 490-499. [CrossRef]

R Core Team. R: A Language and Environment for Statistical Computing; R Foundation for Statistical Computing:
Vienna, Austria, 2019.

Bates, D.; Machler, M.; Bolker, B.M.; Walker, S.C. Fitting Linear Mixed-Effects Models Using Ime4. ]. Stat. Softw.
2015, 67, 1-48. [CrossRef]

Kuznetsova, A.; Brockhoff, P.B.; Christensen, R.H.B. ImerTest Package: Tests in Linear Mixed Effects Models.
J. Stat. Softw. 2017, 82, 1-26. [CrossRef]

Jaeger, B. R2glmm: Computes R Squared for Mixed (Multilevel) Models, R package version 0.1; R Foundation for
Statistical Computing: Vienna, Austria, 2017; Volume 2.

Piepho, H.-P. An algorithm for a letter-based representation of all-pairwise comparisons. J. Comput. Graph. Stat.
2004, 13, 456-466. [CrossRef]

Curtin, J. ImSupport: Support for Linear Models, R package version 2.9.2; R Foundation for Statistical Computing:
Vienna, Austria, 2015.

Van Belle, J.; van Raalten, T.; Bos, D.J.; Zandbelt, B.B.; Oranje, B.; Durston, S. Capturing the dynamics of
response variability in the brain in ADHD. Neuroimage Clin. 2015, 7, 132-141. [CrossRef] [PubMed]
Burbeck, S.L.; Luce, R.D. Evidence from auditory simple reaction times for both change and level detectors.
Percept. Psychophys. 1982, 32, 117-133. [CrossRef]

Massidda, D. Retimes: Reaction Time Analysis, R package version 0.1-2; R Foundation for Statistical Computing:
Vienna, Austria, 2013.

Cui, X. Handy Programs to Visualize NIRS Data (2): PlotTopoMap. Available online: http://www.alivelearn.
net/?p=1300 (accessed on 3 September 2018).

Dawes, P.; Bishop, D.V. Maturation of visual and auditory temporal processing in school-aged children.
J. Speech Lang. Hear. Res. 2008, 51, 1002-1015. [CrossRef]

Ginther, T.; Konrad, K.; Hausler, J.; Saghraoui, H.; Willmes, K.; Sturm, W. Developmental differences in
visual and auditory attention: A cross-sectional study. Z. Neuropsychol. 2014. [CrossRef]

Friedrich, J.; Beste, C. The impact of stimulus modality on the processing of conflicting sensory information
during response inhibition. Neuroscience 2019, 410, 191-201. [CrossRef]

Hagmann, P.; Cammoun, L.; Gigandet, X.; Meuli, R.; Honey, C.J.; Wedeen, V.; Sporns, O. Mapping the
structural core of human cerebral cortex. PLoS Biol. 2008, 6, 1479-1493. [CrossRef]

Achard, S.; Salvador, R.; Whitcher, B.; Suckling, J.; Bullmore, E.T. A resilient, low-frequency, small-world
human brain functional network with highly connected association cortical hubs. |. Neurosci. 2006, 26, 63-72.
[CrossRef]

Deng, Y.Q.; Choi, I.; Shinn-Cunningham, B. Topographic specificity of alpha power during auditory spatial
attention. Neuroimage 2020, 207. [CrossRef]

Inoue, Y.; Sakihara, K.; Gunji, A.; Ozawa, H.; Kimiya, S.; Shinoda, H.; Kaga, M.; Inagaki, M. Reduced
prefrontal hemodynamic response in children with ADHD during the Go/NoGo task: A NIRS study.
Neuroreport 2012, 23, 55-60. [CrossRef]

Janssen, T.W.; Heslenfeld, D.J.; van Mourik, R.; Logan, G.D.; Oosterlaan, J. Neural correlates of response
inhibition in children with attention-deficit/hyperactivity disorder: A controlled version of the stop-signal
task. Psychiatry Res. 2015, 233, 278-284. [CrossRef] [PubMed]

Xiao, T.; Xiao, Z.; Ke, X.Y.; Hong, S.S.; Yang, H.Y.; Su, Y.L.; Chu, K.K.; Xiao, X.; Shen, J.Y; Liu, Y.J. Response
Inhibition Impairment in High Functioning Autism and Attention Deficit Hyperactivity Disorder: Evidence
from Near-Infrared Spectroscopy Data. PLoS ONE 2012, 7. [CrossRef] [PubMed]

Monden, Y.; Dan, I.; Nagashima, M.; Dan, H.; Uga, M.; Ikeda, T.; Tsuzuki, D.; Kyutoku, Y.; Gunji, Y.;
Hirano, D.; et al. Individual classification of ADHD children by right prefrontal hemodynamic responses
during a go/no-go task as assessed by fNIRS. Neuroimage Clin. 2015, 9, 1-12. [CrossRef] [PubMed]

Aron, A.R.; Robbins, T.W.; Poldrack, R.A. Inhibition and the right inferior frontal cortex: One decade on.
Trends Cogn. Sci. 2014, 18, 177-185. [CrossRef]

Mostofsky, S.H.; Simmonds, D.]. Response inhibition and response selection: Two sides of the same coin.
J. Cogn. Neurosci. 2008, 20, 751-761. [CrossRef]

Murray, M.M.; Camen, C.; Andino, S.L.G.; Bovet, P; Clarke, S. Rapid brain discrimination of sounds of
objects. J. Neurosci. 2006, 26, 1293-1302. [CrossRef]


http://dx.doi.org/10.1007/s13311-012-0135-8
http://dx.doi.org/10.18637/jss.v067.i01
http://dx.doi.org/10.18637/jss.v082.i13
http://dx.doi.org/10.1198/1061860043515
http://dx.doi.org/10.1016/j.nicl.2014.11.014
http://www.ncbi.nlm.nih.gov/pubmed/25610775
http://dx.doi.org/10.3758/BF03204271
http://www.alivelearn.net/?p=1300
http://www.alivelearn.net/?p=1300
http://dx.doi.org/10.1044/1092-4388(2008/073)
http://dx.doi.org/10.1024/1016-264X/a000126
http://dx.doi.org/10.1016/j.neuroscience.2019.05.010
http://dx.doi.org/10.1371/journal.pbio.0060159
http://dx.doi.org/10.1523/JNEUROSCI.3874-05.2006
http://dx.doi.org/10.1016/j.neuroimage.2019.116360
http://dx.doi.org/10.1097/WNR.0b013e32834e664c
http://dx.doi.org/10.1016/j.pscychresns.2015.07.007
http://www.ncbi.nlm.nih.gov/pubmed/26195296
http://dx.doi.org/10.1371/journal.pone.0046569
http://www.ncbi.nlm.nih.gov/pubmed/23056348
http://dx.doi.org/10.1016/j.nicl.2015.06.011
http://www.ncbi.nlm.nih.gov/pubmed/26266096
http://dx.doi.org/10.1016/j.tics.2013.12.003
http://dx.doi.org/10.1162/jocn.2008.20500
http://dx.doi.org/10.1523/JNEUROSCI.4511-05.2006

Brain Sci. 2020, 10, 307 24 of 24

85. Ng, AW.; Chan, A.H. Finger Response Times to Visual, Auditory and Tactile Modality Stimuli. In Proceedings
of International Multiconference of Engineers and Computer Scientists, Hong Kong, China, 14-16 March
2018; pp. 1449-1454.

86. Shelton, J.; Kumar, G.P. Comparison between auditory and visual simple reaction times. Neurosci. Med. 2010,
1, 30-32. [CrossRef]

87. SanMiguel, I.; Widmann, A.; Bendixen, A.; Trujillo-Barreto, N.; Schroger, E. Hearing Silences: Human
Auditory Processing Relies on Preactivation of Sound-Specific Brain Activity Patterns. J. Neurosci. 2013, 33,
8633-8639. [CrossRef]

88. Lambertz, N.; Gizewski, E.R.; de Greiff, A.; Forsting, M. Cross-modal plasticity in deaf subjects dependent
on the extent of hearing loss. Cogn. Brain Res. 2005, 25, 884-890. [CrossRef]

® © 2020 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access
@ article distributed under the terms and conditions of the Creative Commons Attribution

(CC BY) license (http://creativecommons.org/licenses/by/4.0/).



http://dx.doi.org/10.4236/nm.2010.11004
http://dx.doi.org/10.1523/JNEUROSCI.5821-12.2013
http://dx.doi.org/10.1016/j.cogbrainres.2005.09.010
http://creativecommons.org/
http://creativecommons.org/licenses/by/4.0/.

	Introduction 
	Modality-(In)Dependent Response Inhibition 
	Modality-(In)Dependent Response Inhibition in Auditory Deprivation 
	Modality-(In)Dependent Response Inhibition in ADHD 
	Current Objectives 

	Materials and Methods 
	Participants 
	Set-Up and Go/Nogo Paradigm 
	FNIRS 
	Probe Set Configuration 
	FNIRS Quality Control and Preprocessing 

	Matching Procedure 
	Analyses 

	Results 
	Behavioral Data 
	FA Rate and Classical RT Analysis 
	Maximum Likelihood Estimation of RTs 

	FNIRS Analyses 
	Functional Brain Activation 
	Effects on Changes in HbO and HbR 
	Brain-Behavior Correlations 


	Discussion 
	Limitations and Future Applications 

	Conclusions 
	References

