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Abstract
Background
Altered brain activity that has been observed in attention deficit hyperactivity disorder (ADHD) while performing cognitive control tasks like the stop signal task (SST) has generally been interpreted as reflecting either weak (under-active) or compensatory (over-active) versions of the same functions as in healthy controls. If so, then regional activities that correlate with the efficiency of inhibitory control (i.e. stop signal reaction time, SSRT) in healthy subjects should also correlate with SSRT in ADHD. Here we test the alternate hypothesis that BOLD (blood-oxygen-level-dependent) differences might instead reflect the redirection of neural processing resources normally used for task-directed inhibitory control, towards actively managing symptomatic behaviour. If so, then activities that correlate with SSRT in TD should instead correlate with inattentive and hyperactive symptoms in ADHD.

Methods
We used fMRI (functional magnetic resonance imaging) in 14 typically developing (TD) and 14 ADHD adolescents performing the SST, and in a replication sample of 14 healthy adults. First, we identified significant group BOLD differences during all phases of activity in the SST (i.e. warning, response, reactive inhibition, error detection and post-error slowing). Next, we correlated these phases of activity with SSRT in TD and with SSRT, inattentive and hyperactive symptom scores in ADHD. We then identified whole brain significant correlations in regions of significant group difference in activity.

Results
Only three regions of significant group difference were correlated with SSRT in TD and replication groups (left and right inferior frontal gyri (IFG) during error detection and hypothalamus during post-error slowing). Consistent with regions of altered activity managing symptomatic behaviour instead of task-directed behaviour, left IFG correlated with greater inattentive score, right IFG correlated with lower hyperactive score and hypothalamus correlated with greater inattentive score and oppositely correlated with SSRT compared to TD.

Conclusions
Stimuli that elicit task-directed integration of neural processing in healthy subjects instead appear to be directing integrated function towards managing symptomatic behaviour in ADHD. The ability of the current approach to determine whether altered neural activities reflect comparable functions in ADHD and control groups has broad implications for the development and monitoring of therapeutic interventions.
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Background
Attention deficit hyperactivity disorder (ADHD) is associated with cognitive difficulties, particularly in the form of decreased inhibitory control [1, 2], and with restless, inattentive and impulsive behaviour compared to typically developing (TD) individuals. Inhibitory control, critically reliant on brain networks involving right inferior frontal gyrus (IFG) and caudate nucleus [3, 4], can be measured using the stop signal task (SST) [5]. The SST consists of a brief warning stimulus followed by a primary choice reaction time task, and an occasional (e.g. 33% of trials) stop task in which a stop signal is presented at some delay after the go stimulus. The stop signal delay adapts to performance, increasing after successful stop trials and decreasing after unsuccessful stop trials. This adaptive delay ensures that only half of stop trials can be successfully inhibited on average. Stop trials that cannot be stopped generate performance errors in the form of responses that should not have been made. The SST can estimate the unobservable speed of stopping, called the stop signal reaction time (SSRT), by subtracting the mean stop delay from the mean response time on trials with no stop signal [6].
Neuroimaging studies of ADHD using the SST have consistently found deficient inhibitory control to be associated with altered activity and connectivity [7–9]. For the most part, altered activity and connectivity have been interpreted as evidence of either relatively weak (decreased activity/connectivity) or compensatory (increased activity/connectivity) versions of normal function. However, there has been little consideration given to the possibility that activity differences in ADHD might instead reflect altered integration of the same neural processing resources towards different goals rather than simply reflecting under- or over-activation. This distinction is important because etiological and therapeutic models implicated by under- or over-activation, which would aim to target and adjust specific functions, would differ from those implicated by differences in integration, which might instead aim to desensitize patients to the distracting effects of contextual cues on attentional control.
One indication that altered activities in ADHD do not simply reflect under- or over-activation is observations of opposite activity changes with respect to baseline compared to healthy control subjects. We found four such patterns of opposite activity in a recent study of ADHD and typically developing (TD) adolescents performing the SST. First, we observed opposite activity in task-related (deactivation instead of activation) and default mode networks (activation instead of deactivation) during response phases indicative of categorically altered preparation [9]. Second, we noted opposite activity in ventral striatum (activation instead of deactivation) during post-error slowing, which correlated with heightened amygdala activity in ADHD but was not correlated with dorsal striatum (indicating the presence of striatal thresholding effects) as in TD [10]. Opposite activation of ventral striatum and heightened activation of the amygdala during reward and prediction error processing have consistently been observed in ADHD [11–18]. Heightened amygdala input to the ventral striatum prevents the kind of thresholding influences from ventral to dorsal striatum required for reinforcement learning [19] by enhancing limbic and motor processing while suppressing cognitive processing [20–22]. Third, ADHD was characterized by opposite responses in non-dopaminergic nuclei (locus coeruleus, raphe and medial septal nuclei) during post-error slowing indicative of a categorically altered competition for control of dopamine [10]. Neurotransmitter systems that compete for control of dopamine strongly influence the kind of attention given to stimuli (e.g. internally vs. externally directed [23–25]) and the learning generated by the outcome of a given trial (e.g. controlled reinforcement learning from task-related feedback vs. surprise and learning about environmental context [23–26]). Fourth, we saw opposite hypothalamus activity (activation instead of deactivation) and altered correlation of hypothalamus activity with reciprocally connected [27–29] neurotransmitter nuclei (substantia nigra, locus coeruleus, raphe and medial septal nuclei) during post-error slowing [10]. The hypothalamus is a motivation-cognition interface for the control of integrated functions such as food-seeking and non-specific consummatory behaviours [30, 31]. The hypothalamus can orchestrate complex behaviours by mobilizing information processing in downstream targets and directing distributed processing resources towards unified goals, while suppressing processes associated with competing goals [32]. Altered functioning of the hypothalamus could therefore strongly influence the integration of distributed neural processing and the goals to which they are directed.
Rather than reflecting relatively weak or compensatory versions of normal function, we propose that altered activity in ADHD might instead reflect altered integration of distributed neural processing resources towards non task-related goals. Processing resources that are used for effective task performance in healthy subjects might instead be directed towards supporting or suppressing symptomatic behaviours like wandering attention and impulsive behaviour in ADHD. If so, then neural differences would be more analogous to optical rivalry [33] than to weak or compensatory function.
One form of optical rivalry is apparent when viewing bistable images, in which the contours of an image can be perceived as two distinct objects (e.g. duck or rabbit) but both cannot be perceived simultaneously, because the dynamics of component neural processing resources (e.g. edge detection) can only represent one unified object at a time. Similarly, when subjects perform the SST, their component neural processing resources can only support one integrated focus of attention at a time. For example, activity in left inferior frontal gyrus, which has been consistently found to be altered in ADHD [34], is involved in suppressing interference (e.g. in the form of added noise or distracting stimuli) with efficient performance on a variety of tasks [35–38]. Left inferior frontal gyrus invariably performs interference suppression, regardless of what is considered a noise and what is considered a signal, just as edge detection regions invariably perform edge detection regardless of the integrated object that is perceived (e.g. duck or rabbit). Although the stimuli used as interference in interference suppression tasks are under objective experimental control, what constitutes interference to our objective neural processing is in fact our subjective internal state, in the way that a meal might be represented in the brain as a signal, but leftovers as a noise.
We propose that in the kind of distracted and impulsive states associated with ADHD, the task itself might be processed as noise rather than signal. If so, then activities in regions that normally predict improved performance (i.e. SSRT) should instead predict symptoms in ADHD. For instance, neural activities in left and right inferior frontal gyri that, in typically developing individuals, perform inhibitory control and interference suppression processing, might, in individuals with ADHD, be directed towards suppressing impulsive behaviour and supporting wandering attention. This distinction is crucial for the development of appropriate neurocognitive models that are increasingly being used to inform and monitor therapeutic interventions.
Here, we attempt to determine whether altered activity in ADHD reflects either (1) weak or compensatory versions of normal function, or (2) the same neural processing resources managing wandering attention and hyperactive behaviour instead of supporting efficient task performance. We test this hypothesis using the straight forward approach of examining the actual correlates these activities which, to our knowledge, has not been done before.
Firstly, we perform intersubject correlation analyses on all phases of SST activity (Fig. 1) (i.e. warning and response phases on all trials, response cancellation phases on successful stop trials, and error detection and post-error slowing phases on failed stop trials, reported in [9, 10]) with SSRT in both groups, and with inattentive, hyperactive and total symptom scores in ADHD. Secondly, we inspect regions of significant group blood-oxygen-level-dependent (BOLD) difference for whole brain corrected correlations with SSRT in TD. Given the concerns with replication in fMRI (functional magnetic resonance imaging) [39, 40], we perform the same analyses in an independent replication sample of healthy adults and only report TD correlations with SSRT that are present in both samples. Thirdly, we inspect regions of significant BOLD difference for whole brain corrected correlations with SSRT, inattentive, hyperactive and total symptom scores in ADHD. If deficient inhibitory control in ADHD is the result of relatively weak or compensatory versions of normal function, then the same regions that predict SSRT in TD should also predict SSRT in ADHD. However, if altered activities are instead the result of deploying overlapping neural resources towards managing symptomatic behaviour, then activities which correlate with SSRT in TD and replication groups should instead correlate with inattentive and hyperactive symptoms. Further, if ADHD activities that correlate with symptoms instead of SSRT are both not directed towards, and are actively directed against efficient task performance, then we would predict that these activities should be oppositely (e.g. negatively vs. positively) correlated with SSRT compared to TD.
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Fig. 1Processing stages on Go, Stop and Fail trials in the SST, all of which can contribute to inhibitory control as estimated by SSRT





Methods
A diagram outlining all stages of analysis and criteria for results is portrayed in Supplementary Fig. 1, Additional file 2.
Subjects
This study is the third stage of analyses performed on data from TD and ADHD adolescents presented in [9, 10]. Fourteen adolescents diagnosed with ADHD (7 males, 12–17 years) recruited through cases seen in our clinic and 14 TD adolescents (9 males, 12–17 years) recruited through advertisements in local hospitals were included in this study. Subjects gave informed, written consent, and the study was approved by the Hospital for Sick Children institutional research ethics board. Written informed consent was obtained from the parents of all participants under the age of 16. ADHD subjects on stimulant medication (n = 6) stopped taking medication 24 h prior to the scan to eliminate drug-induced BOLD changes [41].
ADHD subjects and their parents were interviewed separately and together using the parent interview for child symptoms (PICS-IV) [42]. Intelligence was assessed using the Wechsler Intelligence Scale for Children (WISC-IV). ADHD subjects met the Diagnostic and Statistical Manual of Mental Disorders (DSM-5) criteria for ADHD (at least six out of nine inattentive symptoms, hyperactive-impulsive symptoms, or both according to at least two of three informants (parents, teacher and/or patient self-report)). ADHD subjects also showed moderate-to-severe impairment in both school and home settings (Global Assessment Scale [43] score < 60). Subjects were excluded if they had any comorbid psychiatric or neurological disorder other than oppositional defiant disorder (ODD) or learning disability within the previous 12 months (e.g., obsessive compulsive disorder, Tourette syndrome, major depressive, anxiety or pervasive developmental disorder), an IQ (intelligence quotient) score of below 80 on verbal and performance scales or any medical issues that would impact fMRI participation. Subjects with contraindications for magnetic resonance imaging (MRI) (metal braces or metal fragments in their body) were also excluded.
Nine ADHD subjects were diagnosed with ADHD combined subtype, five met criteria for inattentive subtype, and two also met DSM-5 criteria for ODD. Control subjects were assessed in a comparable manner and reported no psychiatric or medical disorders. All subjects were right-handed and had normal vision and hearing.
The replication sample used for comparing results of behavioural correlations in TD consisted of 14 healthy young adults on a placebo dose of methylphenidate (8 males, mean (± standard deviation (SD)) age = 24.0 ± 2.8 years). Subjects from the replication sample, recruited through advertisements in local hospitals, gave informed, written consent, and the study was approved by the Hospital For Sick Children institutional research ethics board. These data also served as the replication sample in our previous paper examining error processing activities [10].

Behavioural task
The stop signal task (SST) [44] involves a primary choice reaction time task and a secondary stop task. Trials began with a fixation point in the centre of a black screen (500 ms), followed by the go stimulus (1000 ms). Subjects were instructed to respond as quickly and accurately as possible with their left thumb when the letter “X” appeared or with their right thumb when the letter “O” appeared. In 33% of trials, a stop signal (background colour change from black to red) followed the go stimulus. Subjects were instructed to stop if they saw the stop signal, but not to wait for stop signals. The initial stop signal delay was 250 ms and increased/decreased by 50 ms after successful/unsuccessful stop trials, ensuring 50% stop errors on average. The task involved 224 trials, requiring a total scan time of 15 min.
Inter-trial interval (ITI) was jittered to maximize the number of independent equations in the deconvolution analysis, using trials of 2.5 or 3.5 s. Every 14th trial was followed by a 17.5-s rest (blank screen). Trial order was pseudo-randomized so that the current trial did not predict the subsequent type of trial. Mean go response time (RT) was observable from the 67% of trials in which no stop signal appeared. Stop signal reaction time (SSRT) was estimated by subtracting the mean delay on stop signal trials from the mean RT on trials with no stop signal. Behavioural scores (within-group means and between-group differences) were analyzed using two-tailed t tests.

Scanning parameters
Imaging was done with a General Electric (GE) LX 1.5 T MRI scanner (GE Healthcare, Waukesha, WI). Anatomical data were acquired with a standard high-quality anatomical sequence (120 slices, 1.5-mm thick, field of view (FOV) 24 cm, 256 × 256 matrix). Functional data were collected using an echo planar imaging (EPI) sequence with an eight-channel head coil (echo time (TE) = 40 ms; repetition time (TR) = 2000 ms; flip angle = 90°; 24 slices; 6-mm thick; FOV 24 cm; 100 kHz readout bandwidth; 64 × 64 in-plane resolution). Behavioural data were collected using a fibre-optic response system interfaced to a laptop running the SST.

Single subject analysis
Functional data were analyzed using AFNI software package for the analysis of functional neuroimages version 16.0.09 [45]. Images were motion-corrected and inspected to ensure motion did not exceed 3 mm or 3°. We used a standard motion correction algorithm and censored noisy time points (> 3.5 median absolute deviations). We used a general linear model of stimulus vectors convolved with the hemodynamic response function (HRF) using AFNI’s 3d Deconvolve program. Estimates of baseline (seventh order polynomial) were generated along with a 6-point HRF for all event types (HRF delay = 2TR).
The following event types were used in the deconvolution analysis (as in [4]): fixate (F), time-locked to warning-stimuli at the beginning of every trial, left- (X) and right-hand (O) response events, time-locked to motor responses, successful inhibition (SI), time-locked to the presentation of stop signals, and error detection (Detect) and post-error slowing (PES) events, both time-locked to responses on failed stop trials. Go trials were modelled using (F) and (X) or (O) stimuli. Proactive inhibtion activity during response phases was isolated using the contrast (X + O)/2 in order to suppress hand-specific response activity from relatively hand-independent proactive inhibition as in [4, 9, 46]. Successful stop trials were modelled using (F) and (SI). Activity during reactive inhibition was identified using the contrast SI-(X + O)/2 as in [4, 9]. Failed stop trials followed by less than median response slowing were modelled with (F), (X) or (O), and (Detect). Failed stop trials followed by greater than median response slowing were modelled with (F), (X) or (O), (Detect) and (PES). Activation maps were estimated by taking the area under the HRF, warped into Talairach space (1-mm3 resolution), and smoothed using a 6-mm full-width at half maximum Gaussian kernel.

Group-level ANOVA analysis
Single-subject activation maps were entered into a random-effects ANOVA analysis for ADHD and TD groups. Statistics for group-wise ANOVA output maps were distributed as a t* statistic with 13 degrees of freedom. Group difference maps were generated using a nested repeated measures 3-factor ANOVA (group membership, event types, and subjects) to identify significantly different activities between TD and ADHD adolescents. Statistics for group difference ANOVA output maps were distributed as a t* statistic with 26 degrees of freedom. Output from all ANOVA analyses (TD, ADHD, TD-ADHD) were corrected for multiple comparisons using AFNI’s 3dClustSim program [47] (spatial correlation estimated from AFNIs corrected 3dFWHMx -acf option). This analysis required significant voxels to be part of a cluster of at least 10.9 original voxels (920 mm3) with a minimum Z score of 1.96 for an overall α < 0.05. The low threshold and large cluster size used for correction is based on the expected effect sizes from our previous results using the same approach [10]. Previous work has shown that as threshold is decreased and cluster size is appropriately increased, the rate of false positives remains stable [48].

Correlation analyses
We performed whole brain correlation analyses to determine whether activities in regions of significant group difference that correlated with SSRT in TD and replication groups also correlated with SSRT, or with inattentive, hyperactive and total symptom scores in the ADHD group. These correlations were performed on all phases of activity using the following event types and contrasts: (1) warning phases (Fixate); (2) response phases ((X + O)/2); (3) reactive inhibition (SI-(X + O)/2); (4) error detection (Detect); and (5) post-error slowing (PES). Statistics for slope (B1) term estimates from correlation analyses were distributed as a t* statistic with 12 degrees of freedom. All correlation maps were whole brain corrected as described above and inspected for significant clusters in regions that exhibited significant group differences. In TD, only SSRT correlations that replicated in healthy young adults were reported.


Results
Performance
The 14 TD (mean (± SD) age 15.4 ± 1.6) and 14 ADHD (age 13.7 ± 2.1) adolescents showed significant age difference (1.71 years, p = 0.024). TD and ADHD groups showed no significant difference in post-error slowing (TD 23.9 ± 35.5 ms; ADHD 10.9 ± 31.2 ms; p = 0.31), go reaction time (TD 566 ± 116 ms; ADHD 663.2 ± 155 ms; p = 0.072), percent correct go-responses (TD 97.86 ± 2.98%, ADHD 96.79 ± 4.74%, p = 0.47) or the percent of successful stop trials (TD 51.41 ± 2.68%, ADHD 52.41 ± 3.66%, p = 0.41). The only behavioural difference was in stop signal reaction time, which was longer (35.5 ms, p = 0.039) in the ADHD (233 ± 51.0 ms) than in the TD group (198 ± 33.0 ms). SSRT was not correlated with inattentive (r = − 0.018, p = 0.95), hyperactive (r = 0.33, p = 0.33) or total (r = 0.164, p = 0.58) symptom scores in the ADHD group. Behavioural performance in the replication sample was in normal range (RT = 538.5 ± 92.0 ms; SSRT = 218.3 ± 38.2 ms; post-error slowing = 12.8 ± 38.6 ms; percent successful stop trials = 50.18 ± 1.34%; percent correct go reponse = 98.47 ± 1.57%). Subject motion and the number of censored time points did not differ between TD and ADHD groups (number of remaining frames: TD, 354 ± 2; ADHD, 371 ± 2; pdiff = 0.45).

Group differences in activity and intersubject correlations
We aimed to determine whether regions that activate differently in TD and ADHD, and correlate with SSRT in TD, are also correlated with SSRT or are instead correlated with symptoms in ADHD. A secondary goal of this study was to identify distinct networks that regulate SSRT and/or ADHD symptoms in regions that did not correlate with SSRT in TD and replication groups; as there is no ADHD replication sample in this study, these findings were recorded for comparison with future replication studies. A complete list of significant group differences during each phase of activity can be found in Additional file 1, indicating whether these regions correlated with SSRT in ADHD, TD and replication groups, and with inattentive, hyperactive, or total symptom scores in ADHD. Figures of all significant correlations during each phase of activity that are not included in the main manuscript can be found in Additional file 2.
Only three regions of significant group difference were correlated with SSRT in both TD and replication groups. Activity in each of these regions instead correlated with symptoms in ADHD, and one was also oppositely correlated with SSRT (see Fig. 2).
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Fig. 2Altered inferior frontal function during error detection. a Group difference in activity in left inferior frontal gyrus (L IFG) (top). Greater activity correlated with improved SSRT in TD and replication groups (middle) but with greater inattentive and total symptom scores in ADHD (bottom). b Group difference in activity in right inferior frontal gyrus (R IFG) (top). Greater activity correlated with improved SSRT in TD and replication groups but with greater hyperactive symptoms in ADHD (peak correlation of SSRT (TD) in R IFG is 2mm from IFG boundary). Activation and correlation maps are whole brain corrected, and locations are given in Talairach coordinates, portrayed in radiological space (left = right)




Firstly, significantly different activity (group difference z = − 2.69, p = 0.0071) was present in the left inferior frontal gyrus (Talairach coordinates − 50, 13, 15) during error detection, the result of activation in ADHD (z = 2.76, p = 0.0058) but not in TD (z = − 0.57, p = 0.57) (see Fig. 2a). Left inferior frontal activity on error detection was negatively correlated with SSRT in TD (z = − 2.10, p = 0.036) and replication groups (z = − 2.08, p = 0.038), but positively correlated with inattentive (z = 2.09, p = 0.037) and total (z = 2.03, p = 0.042) symptom scores in ADHD. Therefore, greater error detection activity in the left inferior frontal gyrus predicted improved SSRT in TD and replication groups, whereas greater activity in ADHD instead predicted increased inattentive and total symptom scores.
Secondly, similar to the left inferior frontal gyrus, significantly different activity (z = − 2.69, p = 0.0071) was present in the right inferior frontal gyrus (Talairach coordinates 54, 15, 14) during error detection, the result of activation in ADHD (z = 3.67, p = 0.00024) but not in TD (z = 0.81, p = 0.42) (see Fig. 2b). Right inferior frontal activity on error detection was negatively correlated with SSRT in TD (z = − 2.30, p = 0.021, at 31, 21, 24) and replication groups (z = − 2.06, p = 0.039, at 54, 15, 14) similar to right inferior frontal. However, right inferior frontal activity negatively correlated with hyperactive (z = − 3.47, p = 0.00052, at 48, 15, 15) symptom scores in ADHD, in contrast with correlation of right inferior frontal with inattentive scores. Therefore, greater error detection activity in the right inferior frontal gyrus predicted improved (i.e. shorter) SSRT in TD and replication groups, whereas greater activity in ADHD instead predicted lower hyperactive scores.
Thirdly, significantly different activity (z = − 2.29, p = 0.022) was present in the hypothalamus (Talairach coordinates − 4, − 5, − 6) during post-error slowing, the result of deactivation in TD (z = − 2.82, p = 0.0048) but not in ADHD (z = 0.82, p = 0.41) (see Fig. 3). Hypothalamus activity on post-error slowing was correlated with SSRT in TD (z = 2.50, p = 0.012, at 4, − 6, − 9) and replication groups (z = 2.33, p = 0.020, at 3, − 3, − 10), but correlated with inattentive (z = 2.67, p = 0.0076, at 0, − 1, − 11) symptom scores and negatively correlated with SSRT (z = − 2.08, p = 0.038, at 1, − 3, − 5) in ADHD. Therefore, greater deactivation in the hypothalamus during post-error slowing predicted improved (i.e. shorter) SSRT in TD and replication groups, but instead predicted lower inattentive scores and worse (i.e. longer) SSRT in ADHD.
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Fig. 3Altered hypothalamic function during post-error slowing. Group difference in activity during post-error slowing (top). Greater deactivation of the hypothalamus correlated with improved SSRT in TD and replication groups (middle), but with worse SSRT and greater inattentive symptoms in ADHD (bottom). Activation and correlation maps are whole brain corrected, and locations are given in Talairach coordinates, portrayed in radiological space (left = right)




The secondary goal of this study was to identify brain regions that exhibited opposite activities in ADHD and TD groups, which correlated with ADHD symptoms but were not correlated with SSRT in TD and replication groups. These correlations in ADHD adolescents need to be validated by future replication and are therefore included in Additional files 1 and 2. Some potentially important correlations in ADHD included right inferior frontal gyrus, default mode related anterior cingulate, ventral striatum, amygdala, basal forebrain and locus coeruleus.


Discussion
We wanted to compare two hypotheses for the observed difference in BOLD between ADHD and TD. The conventional interpretation is that under- and over-activations in ADHD reflect weak or compensatory versions of normal function. If so, then activities in TD that correlate with task performance indexed by SSRT should also correlate with SSRT in ADHD. We proposed an alternative interpretation that BOLD differences might instead reflect the same neural processing resources being directed towards non task-related goals, such as managing inattentive and hyperactive-impulsive symptoms associated with ADHD. This hypothesis assumes that inattentive and hyperactive symptoms do not simply reflect degraded versions of normal cognitive control, but rather alternate forms of active attention and responding that require support from the same neural processing resources that are required for normal task-directed performance, and therefore likely interfere with normal task-directed performance. If so, then activities that correlate with task performance in TD should instead correlate with inattentive and/or hyperactive symptom scores in ADHD. This alternative hypothesis has not previously been tested or explored. We tested these competing hypotheses by performing correlation analyses on all phases of activity in the SST in TD and ADHD adolescents performing the SST. Results were consistent with our alternate hypothesis that altered activities in regions that correlate with SSRT in TD instead correlate with symptoms in ADHD. The ability to test this novel hypothesis can provide a better understanding of how ADHD symptoms arise from altered neural function and subjective experience of situations that require cognitive control, such as in the SST.
The current observation of correlations with SSRT in TD but with symptoms in ADHD during error detection and post-error slowing, but not during other phases, emphasizes the need for separating and investigating these phases of activity in the SST. Many neuroimaging studies of the SST have focused on reactive inhibition activity on successful stop trials, often subtracting activity on failed stop trials based on the rationale that this contrast controls for the appearance of stop signals when it in fact confounds reactive inhibition with error processing activity. Our results are consistent with ADHD subjects exhibiting categorical differences on failed stop trials compared to TD. Understanding these categorical differences is essential for an improved understanding of ADHD and for the development of effective therapeutic interventions.
The current results might help to explain why neuroimaging studies of ADHD continue to have low effect sizes and ~ 30–50% overlapping neural activities compared to healthy controls [49, 50]. To our knowledge, there has been no substantial improvement in these limitations despite persistent attempts to reduce overlap and enhance effect sizes by increasing sample size, splitting subjects by diagnostic subtypes or other individual differences, and isolating finer subcomponents of normal cognitive control. Our findings demonstrate that the important neural differences in ADHD are not simply quantitative differences in the magnitude of regional activities as much as in the nature of integrated function, and the goals towards which integrated function is directed. Overall, our results are consistent with altered activity in ADHD reflecting processing resources that normally support task-directed behaviour instead being used to support or suppress wandering attention and hyperactive-impulsive behaviours associated with ADHD.
Altered activities in regions that predict SSRT in TD, instead predict symptoms in ADHD
We found that only three significant group differences in activity were correlated with SSRT in TD and a replication sample of healthy adults: bilateral inferior frontal gyri during error detection and hypothalamus during post-error slowing. Consistent with our alternate hypothesis, all of these activities were instead correlated with symptoms in ADHD, and one of these (hypothalamus) was also oppositely correlated with SSRT compared to TD and replication groups.
It is noteworthy that activities that predict SSRT in TD but symptoms in ADHD were apparent during errors and not other phases of the task. Errors are important moments for integrating information that becomes available upon outcomes, and our results point to this level of integration being fundamentally altered in ADHD. Further, identifying these effects requires the separation of error detection from post-error slowing, which has not been done in any previous approach. Our results point to the need for separating error detection from post-error slowing in the SST, because the functional roles of these two stages of processing, although tightly related, are highly distinct; error detection must interrupt ongoing processing and initiate the operating conditions necessary for adjustment, whereas post-error slowing must actually carry out the adjustment. Further, we showed in previous work [10, 51] that activities in reinforcement learning-related structures exhibited opposite activity (e.g. deactivation then activation) during error detection compared to post-error slowing, which would be lost to approaches that do not separate these phases of activity.

Inferior frontal correlations during error detection
Negative correlation of left and right inferior frontal activity during error detection with SSRT in TD and replication groups suggests that healthy subjects who activate inferior frontal gyri more strongly at moments when errors are detected have shorter SSRT. By contrast, activation of left inferior frontal gyrus involved in interference suppression (e.g. suppression of attention to and processing of distracting, task-irrelevant stimuli) [35] correlated with greater inattention in ADHD, while activation of right inferior frontal gyrus, directly involved in response inhibition [3], correlated with less hyperactivity. These results are consistent with the following: (1) rather than inhibitory control processing (right inferior frontal activity) improving SSRT by supporting the inhibition of task-related responses that need to be cancelled as in TD, it is instead playing an active role in the suppression of impulsive behaviour in ADHD, and (2) rather than interference suppression processing (left inferior frontal activity) improving SSRT by suppressing forms of processing that interfere with task-directed processing as in TD, it is instead playing an active role in supporting wandering attention in ADHD.
These findings clearly demonstrate that activity differences in ADHD do not simply reflect the over- or under-functioning of component processes, but the integration of these processing resources towards the management of symptoms instead of towards the task. Correlation of left inferior frontal activity with inattention is also consistent with our initial speculation, noted in the introduction, that inattentive and hyperactive-impulsive states associated with ADHD might cause task-related information to be targeted and processed in the brain as noise rather than as signal. Most current models would hold that ADHD involves degraded neural processing of agreed upon signals and noises, rather than a different mapping of events into signals and noises. However, if task-related stimuli are not being processed by the brain as signals but rather as noise, then interventions that can strengthen signal to noise in the context of normal function might have little or potentially opposite effects on information that is being processed as noise. Although stimulant medications increase signal to noise of task-directed attention and performance in both healthy subjects and those with ADHD, our findings indicate that improvements in ADHD might be more due to a shift in the susceptibility of attentional networks to automatically process task-directed stimuli as signals rather than noises. The current approach could be used to test whether stimulant medications cause modulations in the intensity of altered activities in ADHD or a shift towards relatively normal processing.
The importance of inferior frontal activities at moments that errors are detected might signify the central role of the efference copy of ongoing events in striatal learning. The term efference copy refers to the convergence of signals representing context, action and reward in the striatum that are necessary for reinforcement learning [52–56]. In combination with our internal models, efference copies enable the brain to predict the effects of an action. Efference copies are integral to disambiguating self- from non-self-generated sensation, which is central to the perception of willful behaviour, and alterations in efference copy processing are thought to underlie the sense of alien control that can occur in schizophrenia [57, 58]. Alterations in efference copy in ADHD could drive inattentive and hyperactive-impulsive symptoms in ADHD by affecting the ability to appropriately predict and perceive the effects of actions.
Our results indicate that the efference copy of events at moments that errors are detected, which reflect the goals towards which neural processing is directed, exert a dominant influence on overall task performance in healthy subjects. However, in ADHD, altered inferior frontal activity does not likely reflect the degree of task-directed efference copy or reinforcement learning. Rather, inferior frontal activities that normally contribute to the efference copy of task-directed processing instead appear to be engaged in managing inattentive and hyperactive symptoms and thus cannot provide any task-related efference copy. If we cannot evoke an image (i.e. neural representation) of what happened leading up to the error, then there is no leverage for effective adjustment in the brief time window allowed for reinforcement learning. Therefore, therapeutic interventions aimed at strengthening such non-occurring processes would be expected to have little impact.

Hypothalamus correlations during post-error slowing
Post-error slowing activity in the hypothalamus correlated with inattentive symptoms in ADHD and was the only replicated correlation with SSRT in TD and healthy young adults that also oppositely correlated with SSRT in ADHD. The hypothalamus is a cognitive-motivational interface [30, 31], which orchestrates the integration of distributed neural processing towards unified goals. Correlation of post-error slowing activity in the hypothalamus with inattentive symptoms in ADHD, and opposite correlation with SSRT compared to TD, is consistent with the hypothalamus orchestrating an integration of distributed neural processing in ADHD that supports wandering attention while simultaneously suppressing task-directed processing that would interfere with wandering attention.
The hypothalamus plays a central role in mobilizing and unifying distributed processing in the brain towards specific goals (food-seeking, rest, response to threats, etc.) based on internal states (hunger, thirst, stress, etc.) [30–32]. However, supporting biological processes associated with one goal must also be associated with suppressing processes associated with other goals that compete for overlapping but limited resources. For example, in response to elevated levels of stress hormones or to the heightened activities in the amygdala and neurotransmitter nuclei that we observed in ADHD on errors [10], the hypothalamus can orchestrate an integration of distributed neural processing towards immediate survival, while suppressing the allocation of resources towards growth and development (reviewed in [32]), such as incremental reinforcement learning.
Here, we found heightened amygdala activity on post-error slowing correlated with greater inattentive symptoms in ADHD, but was not correlated with SSRT in TD adolescents or our replication sample of healthy young adults. These results are consistent with the amygdala driving symptoms in ADHD but not affecting task performance in healthy subjects. We also found that amygdala activity correlated with inattentive symptom scores in ADHD during all phases of the SST except reactive inhibition phases on successful stop trials. In a previous paper [10], we showed that heightened amygdala activity on errors likely drives limbic-motor interfacing conditions in the striatum, which would prevent the kind of ventral to dorsal thresholding function necessary for imposing reinforcement learning effects on distributed cortical networks [20]. However, unlike SSRT correlations in TD adolescents that replicated in healthy young adults, amygdala correlations with ADHD symptoms need to be validated by future replication.
Rather than simply reflecting a degraded form of normal reinforcement learning on errors in ADHD, altered striatal function in the form of limbic-motor interfacing is in fact harmonious with the absence of an efference copy required for reinforcement learning. In other words, our results are consistent with an entirely different integration of distributed processing in ADHD that is not amenable to the reinforcement learning models that appropriately describe neural function in TD. Despite the similarity of stimuli and outcomes (e.g. successful and failed stop trials) in both TD and ADHD groups when performing the SST, our results point to categorically different neural representations and therefore subjective experience of the same task-related stimuli and events in ADHD compared to TD.
In addition to the kind of altered integration of distributed neural processing that would be caused by heightened amygdala activity, heightened activity and altered correlations among neurotransmitter nuclei that compete for control of dopamine [10] would also support a different integration of available information on errors in ADHD. For example, heightened activities in locus coeruleus and medial septal nuclei that we found in ADHD during post-error slowing [10] would drive externally directed attention and learning about context instead of the internally directed attention required for reinforcement learning from feedback [23–26, 59–61]. Here, we found that all the neurotransmitter nuclei that exhibited heightened activity in ADHD during post-error slowing (i.e. locus coeruleus, medial septal and raphe nuclei) also exhibited correlations with symptoms during various phases of activity. Given their potentially important role in driving ADHD symptoms, these correlations should be validated by replication in future work to help identify the most promising targets for interventions.

Implications for neurocognitive models and therapeutic interventions
Neural processing resources that are directed towards the regulation of inattentive and hyperactive symptoms cannot simultaneously be used for task performance. Therefore, therapeutic interventions that attempt to directly enhance a component function that improves task performance in healthy subjects might only affect the expression of symptoms in ADHD without affecting task-directed behavioural control in general. It remains to be seen whether interventions that alleviate symptoms would cause a shift towards relatively normal functioning in ADHD. This is an important distinction for monitoring the effects and predicting outcomes of therapeutic interventions.
The current approach can test whether therapeutic interventions cause a shift towards relatively normal function in several ways, including (1) testing whether activities that previously correlated with symptoms (e.g. right prefrontal and default mode networks during response phases, bilateral inferior frontal gyri during error detection, and hypothalamus during post-error slowing) become correlated with SSRT in ADHD as they do in TD adolescents, (2) testing whether therapy-induced reduction in amygdala activity causes a transition from limbic-motor interfacing to reinforcement learning-related thresholding influences in the striatum on errors, and (3) testing for a normalization of the competition for control of dopamine evident in normalized activities and correlations in neurotransmitter nuclei on errors. The use of such measures can improve therapeutic interventions and the neurocognitive models used to inform them.

Limitations
Several methodological limitations of this study restrict the interpretations of results and point to future work necessary for validating and extending the current work. Firstly, the hypothalamus and neurotransmitter nuclei identified here are small and in the brainstem, which is generally associated with increased susceptibility artefacts. However, we are confident that activities and correlations in these nuclei reflect true positives and not artefact-related noise, because they are all in specific locations that are relatively free of susceptibility artefact [62, 63], and all of these regions exhibited replicated activities and inter-correlations of activity in TD and healthy young adults, and distinct activities and correlations in ADHD [10]. Further, post-error slowing activity in the hypothalamus exhibited replicated correlation with SSRT in TD and healthy young adults in the current analysis. Secondly, given the small sample size and conservative subject exclusion criteria, combined with the low level of replication between SSRT correlations in TD and replication groups, ADHD correlations with SSRT and symptoms reported here are in need of replication in future studies to better determine their true validity. Thirdly, the replication sample of healthy young adults used here is from the placebo condition of a methylphenidate study, and so might not capture SSRT correlations that would normally be replicable in the absence of placebo effects. Fourthly, SSRT and ADHD symptoms were correlated with event-related BOLD responses, but might better correlate with inter-regional connectivity estimates using time series analyses such as dynamic causal modelling [64]. However, the current event related approach would still be necessary for the identification of seed locations for performing time series analyses. Finally, our study did not incorporate age, socioeconomic status or other demographic variables in our imaging analyses. However, we have studied response inhibition, post-error slowing, reaction time and reaction time variability using the stop signal task and have consistently found no effect of demographics, although age affects performance. Similarity of findings in TD and replication groups, who differed in age by 8.6 years, rules out the possibility that differences between TD and ADHD groups were due to their relatively small (1.7 year) difference in age.


Conclusions
Our results support an interpretation that differs from the usual one which holds that altered BOLD responses in ADHD compared to TD arise from relatively weak or compensatory versions of normal task-related processing. Instead, our results are consistent with alerting stimuli that normally cause the preparation and adjustment of task-directed processing instead engaging processes involved in mediating inattentive and hyperactive symptoms, and partially in direct opposition to task-directed processing. The correlation analyses performed here demonstrate that activities during errors and preparatory periods like warning and response phases that precede the appearance of stop signals, and not those during reactive inhibition, are most strongly predictive of ADHD symptoms and of overall inhibitory control estimated by the SSRT, highlighting the importance of separating these phases of activity. A better structural understanding of the altered neural representations of task-related stimuli and events, which underlie altered cognitive control, can help us move beyond deficit-based theories and ask how to gain some leverage on the integration of component processes that would be necessary for more effective therapeutic interventions.

Supplementary information
Supplementary information accompanies this paper at https://​doi.​org/​10.​1186/​s11689-020-09311-8.

Acknowledgments
Not applicable.

Authors’ contributions
AC designed the study, conducted the analyses and wrote and edited the manuscript. RS supervised the study design, provided the funding and supervised and edited the manuscript. Both authors read and approved the final manuscript.
Authors’ information
RS and AC have been studying cognitive control in typical and atypical development for many years using clinical, genetic and imaging methods. RS was the first to demonstrate that response inhibition as measured in the stop task is deficient in ADHD. AC has a background in theoretical and applied physics and developed the novel methods for deconvolving rapidly unfolding phases of within-trial activity using fMRI.


Funding
This work was supported by a grant to R.S. from the Canadian Institutes of Health Research (MOP 82796). The funding agency had no role in the design of the study, the collection, the analysis and interpretation of data or in the writing of the manuscript.

Availability of data and materials
The datasets supporting the conclusions of this article are available in the Mendeley Data repository, https://​data.​mendeley.​com/​datasets/​x6shbht399/​draft?​a=​25d304c3-ded9-42e4-97c7-7f545359272a.

Ethics approval and consent to participate
Subjects gave informed, written consent, and the study was approved by the Hospital for Sick Children institutional research ethics board. Written informed consent was obtained from the parents of all participants under the age of 16.

Consent for publication
Not applicable.

Competing interests
The authors declare that they have no competing interests.


[image: Creative Commons]Open AccessThis article is distributed under the terms of the Creative Commons Attribution 4.0 International License (http://​creativecommons.​org/​licenses/​by/​4.​0/​), which permits unrestricted use, distribution, and reproduction in any medium, provided you give appropriate credit to the original author(s) and the source, provide a link to the Creative Commons license, and indicate if changes were made. The Creative Commons Public Domain Dedication waiver (http://​creativecommons.​org/​publicdomain/​zero/​1.​0/​) applies to the data made available in this article, unless otherwise stated.

References
1.
Lipszyc J, Schachar R. Inhibitory control and psychopathology: a meta-analysis of studies using the stop signal task. J Int Neuropsychol Soc. 2010;16(06):1064–76. Available from: http://​www.​journals.​cambridge.​org/​abstract_​S135561771000089​5
PubMed

2.
Klein C, Wendling K, Huettner P, Ruder H, Peper M. Intra-subject variability in attention-deficit hyperactivity disorder. Biol Psychiatry. 2006;60(10):1088–97.PubMed

3.
Aron AR, Robbins TW, Poldrack RA. Inhibition and the right inferior frontal cortex. Trends Cogn Sci. 2004;8(4):170–7.PubMed

4.
Chevrier A, Noseworthy MD, Schachar R. Dissociation of response inhibition and performance monitoring in the stop signal task using event-related fMRI. Hum Brain Mapp. 2007;28(12):1347–58.PubMed

5.
Logan GD, Cowan WB, Davis KA. On the ability to inhibit simple and choice reaction time responses: a model and a method. J Exp Psychol Hum Percept Perform. 1984;10(2):276–91. https://​doi.​org/​10.​1037/​0096-1523.​10.​2.​276.CrossrefPubMed

6.
Band GPH, van der Molen MW, Logan GD. Horse-race model simulations of the stop-signal procedure. Acta Psychol. 2003;112(2):105–42.

7.
Mulligan RC, Knopik VS, Sweet LH, Fischer M, Seidenberg M, Rao SM. Neural correlates of inhibitory control in adult attention deficit/hyperactivity disorder: evidence from the Milwaukee longitudinal sample. Psychiatry Res - Neuroimaging. 2011;194(2):119–29.

8.
Congdon E, Altshuler LL, Mumford JA, Karlsgodt KH, Sabb FW, Ventura J, et al. Neural activation during response inhibition in adult attention-deficit/hyperactivity disorder: preliminary findings on the effects of medication and symptom severity. Psychiatry Res - Neuroimaging. 2014;222(1–2):17–28.

9.
Bhaijiwala M, Chevrier A, Schachar R. Withholding and canceling a response in ADHD adolescents. Brain Behav. 2014;4(5):602–14.PubMedPubMedCentral

10.
Chevrier A, Bhaijiwala M, Lipszyc J, Cheyne D, Graham S, Schachar R. Disrupted reinforcement learning during post-error slowing in ADHD. PLoS One. 2019;14(2):e0206780.PubMedPubMedCentral

11.
Furukawa E, Bado P, Tripp G, Mattos P, Wickens JR, Bramati IE, et al. Abnormal striatal BOLD responses to reward anticipation and reward delivery in ADHD. PLoS One. 2014;9(2):e89129.PubMedPubMedCentral

12.
Plichta MM, Scheres A. Ventral-striatal responsiveness during reward anticipation in ADHD and its relation to trait impulsivity in the healthy population: a meta-analytic review of the fMRI literature. Neurosci Biobehav Rev. 2014;38:125–34.

13.
Wilbertz G, Tebartz van Elst L, Delgado MR, Maier S, Feige B, Philipsen A, et al. Orbitofrontal reward sensitivity and impulsivity in adult attention deficit hyperactivity disorder. Neuroimage. 2012;60(1):353–61.PubMed

14.
Shaw P, De Rossi P, Watson B, Wharton A, Greenstein D, Raznahan A, et al. Mapping the development of the basal ganglia in children with attention-deficit/hyperactivity disorder. J Am Acad Child Adolesc Psychiatry. 2014;53(7):780–9.

15.
Schulz KP, Bédard ACV, Fan J, Clerkin SM, Dima D, Newcorn JH, et al. Emotional bias of cognitive control in adults with childhood attention-deficit/hyperactivity disorder. NeuroImage Clin. 2014;5:1–9.PubMedPubMedCentral

16.
Ho NF, Chong JSX, Koh HL, Koukouna E, Lee TS, Fung D, et al. Intrinsic affective network is impaired in children with attention-deficit/hyperactivity disorder. PLoS One. 2015;10(9):e0139018.PubMedPubMedCentral

17.
Wilbertz G, Trueg A, Sonuga-Barke EJS, Blechert J, Philipsen A, Tebartz van Elst L. Neural and psychophysiological markers of delay aversion in attention-deficit hyperactivity disorder. J Abnorm Psychol [Internet]. 2013;122(2):566–72. https://​doi.​org/​10.​1037/​a0031924.Crossref

18.
Brotman MA, Rich BA, Guyer AE, Lunsford JR, Horsey SE, Reising MM, et al. Amygdala activation during emotion processing of neutral faces in children with severe mood dysregulation versus ADHD or bipolar disorder. Am J Psychiatry. 2010;167(1):61–9.PubMed

19.
Horvitz JC. Dopamine gating of glutamatergic sensorimotor and incentive motivational input signals to the striatum. Behav Brain Res. 2002;137(1–2):65–74.PubMed

20.
Shiflett MW, Balleine BW. At the limbic-motor interface: disconnection of basolateral amygdala from nucleus accumbens core and shell reveals dissociable components of incentive motivation. Eur J Neurosci. 2010;32(10):1735–43.PubMedPubMedCentral

21.
Mogenson GJ, Jones DL, Yim CY. From motivation to action: functional interface between the limbic system and the motor system. Prog Neurobiol. 1980;14(2–3):69–97.PubMed

22.
Morrison SE, McGinty VB, du Hoffmann J, Nicola SM. Limbic-motor integration by neural excitations and inhibitions in the nucleus accumbens. J Neurophysiol. 2017; https://​doi.​org/​10.​1152/​jn.​00465.​2017.PubMedPubMedCentral

23.
Gu Q. Neuromodulatory transmitter systems in the cortex and their role in cortical plasticity. Neuroscience. 2002;111:815–35.PubMed

24.
Kimura F. Acetylcholine suppresses the spread of excitation in the visual cortex revealed by optical recording: possible differential effect depending on the source of input. Eur J Neurosci. 1999;11(10):3597–609.PubMed

25.
Kobayashi M, Imamura K, Sugai T, Onoda N, Yamamoto M, Komai S, et al. Selective suppression of horizontal propagation in rat visual cortex by norepinephrine. Eur J Neurosci. 2000;12(1):264–72.PubMed

26.
Yu AJ, Dayan P. Expected and unexpected uncertainty: ACh and NE in the neocortex. Adv neural Inf Process. 2003;15:157–64.

27.
Peyron C, Tighe DK, van den Pol AN, de Lecea L, Heller HC, Sutcliffe JG, et al. Neurons containing hypocretin (orexin) project to multiple neuronal systems. J Neurosci. 1998;18(23):9996–10015.PubMedPubMedCentral

28.
Date Y, Ueta Y, Yamashita H, Yamaguchi H, Matsukura S, Kangawa K, et al. Orexins, orexigenic hypothalamic peptides, interact with autonomic, neuroendocrine and neuroregulatory systems. Proc Natl Acad Sci. 1999;96(2):748–53.

29.
Saper CB, Scammell TE, Lu J. Hypothalamic regulation of sleep and circadian rhythms. Nature. 2005;437(7063):1257–63.PubMed

30.
Petrovich GD. Lateral hypothalamus as a motivation-cognition Interface in the control of feeding behavior. Front Syst Neurosci. 2018;12:14. https://​doi.​org/​10.​3389/​fnsys.​2018.​00014.

31.
Navarro M, Olney JJ, Burnham NW, Mazzone CM, Lowery-Gionta EG, Pleil KE, et al. Lateral hypothalamus GABAergic neurons modulate consummatory behaviors regardless of the caloric content or biological relevance of the consumed stimuli. Neuropsychopharmacology. 2016;41(6):1505–12.PubMedPubMedCentral

32.
Graebner AK, Iyer M, Carter ME. Understanding how discrete populations of hypothalamic neurons orchestrate complicated behavioral states. Front Syst Neurosci. 2015;9:111. https://​doi.​org/​10.​3389/​fnsys.​2015.​00111.

33.
Leopold DA, Logothetis NK. Multistable phenomena: changing views in perception. Trends Cogn Sci. 1999;3:254–64.PubMed

34.
Samea F, Soluki S, Nejati V, Zarei M, Cortese S, Eickhoff SB, et al. Brain alterations in children/adolescents with ADHD revisited: a neuroimaging meta-analysis of 96 structural and functional studies. Neurosci Biobehav Rev. 2019;100:1–8. https://​doi.​org/​10.​1016/​j.​neubiorev.​2019.​02.​011.

35.
Jonides J, Nee DE. Brain mechanisms of proactive interference in working memory. Neuroscience. 2006;139(1):181–93.PubMed

36.
Chambers CD, Bellgrove MA, Gould IC, English T, Garavan H, McNaught E, et al. Dissociable mechanisms of cognitive control in prefrontal and premotor cortex. J Neurophysiol. 2007;98(6):3638–47. https://​doi.​org/​10.​1152/​jn.​00685.​2007.CrossrefPubMed

37.
Henson RNA, Shallice T, Josephs O, Dolan RJ. Functional magnetic resonance imaging of proactive interference during spoken cued recall. Neuroimage. 2002;17(2):543–58.PubMed

38.
Schmitz N, Rubia K, Daly E, Smith A, Williams S, Murphy DGM. Neural correlates of executive function in autistic spectrum disorders. Biol Psychiatry. 2006;59(1):7–16.PubMed

39.
Lieberman MD, Cunningham WA. Type I and type II error concerns in fMRI research: re-balancing the scale. Soc Cogn Affect Neurosci. 2009;4(4):423–8.PubMedPubMedCentral

40.
Hoekzema E, Carmona S, Ramos-Quiroga JA, Richarte Fernández V, Bosch R, Soliva JC, et al. An independent components and functional connectivity analysis of resting state FMRI data points to neural network dysregulation in adult ADHD. Hum Brain Mapp. 2014;35(4):1261–72.PubMed

41.
Dodds CM, Muller U, Clark L, van Loon A, Cools R, Robbins TW. Methylphenidate has differential effects on blood oxygenation level-dependent signal related to cognitive subprocesses of reversal learning. J Neurosci. 2008;28(23):5976–82. https://​doi.​org/​10.​1523/​JNEUROSCI.​1153-08.​2008.CrossrefPubMedPubMedCentral

42.
Ickowicz A, Schachar RJ, Sugarman R, Chen SX, Millette C, Cook L. The parent interview for child symptoms: a situation-specific clinical research interview for attention-deficit hyperactivity and related disorders. Can J Psychiatr. 2006;51(5):325–8.

43.
Shaffer D. A Children’s Global Assessment Scale (CGAS). Arch Gen Psychiatry. 1983;40(11):1228. https://​doi.​org/​10.​1001/​archpsyc.​1983.​01790100074010.CrossrefPubMed

44.
Logan GD, Schachar RJ, Tannock R. Impulsivity and inhibitory control. Psychol Sci. 1997;8:60–4. https://​doi.​org/​10.​1111/​j.​1467-9280.​1997.​tb00545.​x.Crossref

45.
Cox RW. AFNI: software for analysis and visualization of functional magnetic resonance neuroimages. Comput Biomed Res. 1996;29(3):162–73. Available from: http://​linkinghub.​elsevier.​com/​retrieve/​pii/​S001048099690014​2
PubMed

46.
Chevrier A, Cheyne D, Graham S, Schachar R. Dissociating two stages of preparation in the stop signal task using fMRI. PLoS One. 2015;10(6):e0130992. PubMedPubMedCentral

47.
Forman SD, Cohen JD, Fitzgerald M, Eddy WF, Mintun MA, Noll DC. Improved assessment of significant activation in functional magnetic resonance imaging (fMRI): use of a cluster-size threshold. Magn Reson Med. 1995;33(5):636–47.PubMed

48.
Slotnick SD. Cluster success: fMRI inferences for spatial extent have acceptable false-positive rates. Cogn Neurosci. 2017;8(3):150–5.PubMed

49.
Nigg JT. Neuropsychologic theory and findings in attention-deficit/hyperactivity disorder: the state of the field and salient challenges for the coming decade. Biol Psychiatry. 2005;57(11):1424–35.PubMed

50.
Swanson JM, Castellanos F. Biological bases of ADHD—neuroanatomy, genetics, and pathophysiology. In: Jensen PS, Cooper JR, editors. Atten deficit Hyperact Disord State Sci Pract. 2002;7(1):7–20.

51.
Chevrier A, Schachar RJ. Error detection in the stop signal task. Neuroimage. 2010;53(2):664–73.PubMed

52.
Fee MS. Oculomotor learning revisited: a model of reinforcement learning in the basal ganglia incorporating an efference copy of motor actions. Front Neural Circuits. 2012;6(38). https://​doi.​org/​10.​3389/​fncir.​2012.​00038.

53.
Frank MJ. Dynamic dopamine modulation in the basal ganglia: a neurocomputational account of cognitive deficits in medicated and nonmedicated parkinsonism. J Cogn Neurosci. 2005;17(1):51–7772.PubMed

54.
Redgrave P, Gurney K. The short-latency dopamine signal: a role in discovering novel actions? Nature Reviews Neuroscience; 2006.

55.
Fee MS, Goldberg JH. A hypothesis for basal ganglia-dependent reinforcement learning in the songbird. Neuroscience. 2011;198:152–70.PubMedPubMedCentral

56.
Fee MS. The role of efference copy in striatal learning. Curr Opin Neurobiol. 2014;25:194–200.PubMedPubMedCentral

57.
Fourneret P, Franck N, Slachevsky A, Jeannerod M. Self-monitoring in schizophrenia revisited. Neuroreport. 2001;12(6):1203–8.PubMed

58.
Fourneret P, De Vignemont F, Franck N, Slachevsky A, Dubois B, Jeannerod M. Perception of self-generated action in schizophrenia. Cogn Neuropsychiatry. 2002;7(2):139–56.PubMed

59.
Clewett D, Schoeke A, Mather M. Locus coeruleus neuromodulation of memories encoded during negative or unexpected action outcomes. Neurobiol Learn Mem. 2014;111:65–70.PubMedPubMedCentral

60.
Sarter M, Lustig C, Howe WM, Gritton H, Berry AS. Deterministic functions of cortical acetylcholine. Eur J Neurosci. 2014;39(11):1912–20.PubMedPubMedCentral

61.
Aston-Jones G, Cohen JD. An integrative theory of locus coeruleus-norepinephrine function: adaptive gain and optimal performance. Annu Rev Neurosci. 2005;28(1):403–50. https://​doi.​org/​10.​1146/​annurev.​neuro.​28.​061604.​135709.CrossrefPubMed

62.
Jezzard P, Balaban RS. Correction for geometric distortion in echo planar images from B0 field variations. Magn Reson Med. 1995;34(1):65–73.PubMed

63.
Napadow V, Dhond R, Kennedy D, Hui KKS, Makris N. Automated Brainstem Co-registration (ABC) for MRI. Neuroimage. 2006;32(3):1113–9.PubMed

64.
Friston K. Dynamic Causal Modelling. In: Human brain function. 2nd ed; 2003.



Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in published maps and institutional affiliations.


OEBPS/sidebar.gif





OEBPS/A11689_2020_9311_Fig1_HTML.png
Go:

Stop:

Fail:

Fixate

Warning
Phase

Warning
Phase

Warning
Phase

Go

X/O

Proactive
Inhibition

X/0

Proactive
Inhibition

X/0

Proactive
Inhibition

Response

L/
Stop

Reactive
Inhibition

Error Post-Error
Detection Slowing





OEBPS/cc-by.png
() _®





OEBPS/A11689_2020_9311_Fig2_HTML.png
A) Group difference B) Group difference
LeftIFG i ‘ RightIFG

Correlations Correlations
SSRT(TD) SSRT(Replication) SSRT(TD) SSRT(Replication)






OEBPS/contact.gif





OEBPS/A11689_2020_9311_Fig3_HTML.png
Group difference
Hypothalamus

Correlations
SSRT(TD) SSRT(Replication)






