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Abstract.
Background: Impairment in initiating movements in PD might be related to executive dysfunction associated with abnormal
proactive inhibitory control, a pivotal mechanism consisting in gating movement initiation in uncertain contexts.
Objective: Testing this hypothesis on the basis of direct neural-based evidence.
Methods: Twelve PD patients on antiparkinsonian medication and fifteen matched healthy controls performed a simple
reaction time task during event-related functional MRI scanning.
Results: For all subjects, the level of activation of SMA was found to predict RT on a trial-by-trial basis. The increase in
movement initiation latency observed in PD patients with regard to controls was associated with pre-stimulus BOLD increases
within several nodes of the proactive inhibitory network (caudate nucleus, precuneus, thalamus).
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Conclusions: These results provide physiological data consistent with impaired control of proactive inhibition over motor
initiation in PD. Patients would be locked into a mode of control maintaining anticipated inhibition over willed movements
even when the situation does not require action restraint. The functional and neurochemical bases of brain activity associated
with executive settings need to be addressed thoroughly in future studies to better understand disabling symptoms that have
few therapeutic options like akinesia.
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INTRODUCTION

Slowness or failure in movement initiation in
Parkinson’s disease (PD) is particularly disabling and
still poorly understood [1–3]. This aspect of akinesia
[1] is classically associated with the cardinal motor
features of the disease. However, it was recently sug-
gested on the basis of behavioral and pharmacological
studies that slowness inmovement initiationmightnot
be of purely motor nature. Indeed, dysfunction of the
motor circuit and dopaminergic depletion only partly
account for reaction time (RT) deficits in PD [4]. It
has been suggested that difficulties in initiating move-
ments in patients with respect to age-matched controls
could rather have an executive origin [4–6]. These
deficits could indeed be due to dysfunctions of unher-
alded mechanisms of inhibitory control of action.

Although it is widely accepted that response inhi-
bition is globally impaired in PD [4, 5, 7–12], much
more emphasis has been placed on the impairment of
the reactive mechanisms that countermand an initi-
ated action when instructed by a specific signal [8]
than on proactive mechanisms that prepare a subject
to refrain from reacting before he has been exposed
to any stimulation [13–19]. This issue is important
because these two modes of control involve partly
distinct cortico-basal ganglia (BG) loops, and have
different dynamics [13–19]. It thus requires specific
methodological amendments to identify the behav-
ioral and neural bases of proactive inhibitory control
[17] and possible related dysfunctions in PD (Fig. 1).
In addition, the two models do not make the same pre-
dictions regarding the clinical outcomes of inhibitory
dysfunction. While purely reactive models predict
impulsivity as the primary consequence of inhibitory
control impairment, proactive models also predict
difficulties in initiating movements [4]. As such, slow-
ness in movement initiation could be due to the fact
that PD patients are locked into a mode of control by
whichtheymaintain inappropriateresponse inhibition
over willed movements even when the context does
not require action restraint (Fig. 1). This hypothesis
predicts overactivation during the pre-stimulus period
in PD patients with respect to controls in the network

known to support this inhibitory function. However,
there is currently no direct neural-based evidence sup-
porting this theory. Here, we use event-related fMRI
to assess the changes in pre-stimulus brain activity
within the proactive inhibitory network that are asso-
ciated with delayed movement initiation in PD.

MATERIAL AND METHODS

Participants

Two groups participated in the study. Twelve non-
demented(MATTIS>130),non-or slightlydepressed
(BDI <13) parkinsonian patients, with no history of
neurological disorder other than PD, were enrolled.
Since dopaminergic medication was not found to
improve proactive inhibitory control of movement
initiation in PD [4], all patients were tested on
regular parkinsonian medication. Fifteen matched
healthy control participants, with no history of neu-
rologic or psychiatric disorder, were also recruited.
All participants were right handed with normal or
corrected-to-normal vision. Demographic and clini-
cal characteristics of the PD patients are presented in
Table1.TheprotocolwasapprovedbythelocalEthical
Committee in Biomedical Research (N◦ CPP 11/094)
and participant consent was obtained according to the
code of ethics of the World Medical Association.

Experimental design and apparatus

Subjects were asked to react as fast as possible to
visual go stimuli by pressing a nonmagnetic handgrip
with the right hand (Fig. 1). A panel equipped with
light-emitting diodes (LEDs–Ø5 mm, 8800 mcd) was
used to present the visual stimuli. One LED was
placed in the centre of the panel and set at the sub-
ject’s eye level. It served as a fixation point for the
eyes. The target stimulus (go) was composed of eight
other LEDs surrounding the central fixation point and
forming a diamond (3.44◦ of visual angle). Stimuli
were presented and behavioural data were acquired
using a real-time acquisition system and the software
Presentation™.
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Fig. 1. Psychological model, behavioural procedure, and clinical hypotheses. A) Model of proactive control of response inhibition. The
control of voluntary actions in stimulating environments directly relies on the ability to inhibit prepotent responses because any sensory
stimulus may cause automatic motor activations that are likely to trigger fast but potentially inappropriate reflexive responses. When the
situation is unpredictable, preventing automatic responses requires setting-up by anticipation the self-inhibitory circuitry of the SMC. When
such proactive control is ON, automatic responses to any stimulus are inhibited. It is only when the stimulus is identified as a target-stimulus
that inhibitory control is switched OFF, allowing production of slow volitional responses. By contrast, when the environment becomes
predictable, the inhibitory set can be deactivated anticipatorily and temporarily. When proactive control is OFF, automatic responses are not
inhibited and any stimulus might trigger fast automatic responses (see [51] for detailed description). Probing proactive response inhibition
requires: 1- the use of a reaction time task successively performed with (B) and without (C) uncertainty about the upcoming stimuli, and
2- the analysis of pre-stimulus brain activity. B) When there is uncertainty about the upcoming stimulus, like in a go/nogo task (subjects
must react to go but refrain from reacting to nogo-, proactive inhibitory control is required. Previous studies have shown that PD patients
are not impaired with respect to controls, neither for implementing proactive control nor for releasing inhibition after a cue or a go signal
has been presented [4, 6]. C) When there is no uncertainty about the upcoming stimulus, like in a simple target detection task, no proactive
inhibitory control is required. Healthy subjects can trigger fast automatic responses. However, this is not the case for PD patients, who might
be locked into an inappropriate mode of executive control leading to the implementation of proactive inhibition even when the situation does
not require action restraint [4, 6]. The identification of the target stimulus (go) would act as an external cue to trigger the release of proactive
inhibition, accounting for delayed response latency in PD [4, 6]. In other words, slowness in movement initiation in PD patients might be due
to a dysfunction of the internal control of proactive inhibition release. In the present study, we focus on this simple experimental condition,
the only one which is relevant to the issue of dysfunctional proactive control, and track the differences in pre-stimulus brain activity between
PD patients and matched controls to test the physiological plausibility of this hypothesis.
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Table 1
Demographic and clinical characteristics of the participants

Healthy PD Group
controls patients difference
(n = 15) (n = 12)

Age in years (SD) 52.5 (11.2) 56.2 (8.9) ns
Male/Female 6M/9F 8M/4F ns
Unified Parkinson’s 12.7 (4.8) –

Disease rating Scale-III
Disease duration 6.1 (2.3) –

in years (SD)
Levodopa Equivalent 948 (320) –

Dose (mg/day)

SD, standard deviation; ns, not significant; LED = Levodopa
Equivalent Dose (calculated according to [21]). Two sample t-tests
were used to compare demographic variables between groups.

The fixation point appeared at the beginning of a
trial and lasted until the end of the trial. Prestim-
ulus delays (time between the beginning of a trial
and stimulus presentation) varied randomly from 2
to 6 seconds in steps of 1 sec to avoid predictabil-
ity of stimulus occurrence. In order to optimize the
discriminative power of the fMRI contrast vis-á-vis
proactive control activation, we used only the longest
prestimulus delays (4 to 6 seconds) [16]. The inter-
trial interval varied randomly and exponentially from
2 to 6 seconds. The target was presented for 100 ms.
Experimental data were composed of four runs of 20
trials randomly presented.

Force signals from the nonmagnetic handgrip were
sampled at 1000 Hz (12 bits A/D converter) and fil-
tered with a second-order Butterworth filter (30 Hz
lowpass cut-off frequency with dual pass to remove
phase shift). RTs were derived from classical time
series analyses developed and described in more
detail in previous studies [20]. Based on the distri-
butions of baseline fluctuations and response peaks,
movement initiation was defined as the moment in
time at which the grip force exceeded the baseline
mean force signal plus 35%, provided that the signal
continuously increased till response peak force. RT
was defined as the time between target presentation
and movement initiation.

Images were acquired on a 1.5-T Siemens MRI
scanner, equipped with a circular polarized head coil.
For each participant, we acquired a high-resolution
structural T1-weighted image (EPI sequence, reso-
lution 1×1×1 mm) in sagittal orientation, covering
the whole brain. For functional imaging, we used
a T2*- weighted echoplanar sequence, covering the
whole brain with 28 interleaved 3.44-mm-thick/0-
mm-gap axial slices (repetition time = 2620 ms, echo

time = 60 ms, flip angle = 90◦, field of view = 220 cm,
64×64 matrix of 3.44×3.44×4.4 mm voxels).

Data processing

We assessed RT and error rates (after ArcSin trans-
form) differences between the two groups by means
of Mann-Whitney U tests. Correlations were calcu-
lated between the experimental data (RT) and clinical
data (UPDRS, akinesia score, MATTIS, BDI, disease
duration, Levodopa Equivalent Daily Dose –LEDD,
calculated according to [21]) in order to control for
the effects of disease severity, clinical symptoms, and
dopaminergic medication.

Neuroimaging data were processed using SPM8
(http//www.fil.ion.ucl.ac.uk/spm/), according to
the general linear model. The first five functional
volumes of each run were removed to account
for magnetic saturation effects. The remaining 240
images were corrected for differences in slice acquisi-
tion time and realigned to correct for head movement.
Outlier scans (>1.5% variation in global intensity
or >0.5 mm/time repetition scan-to-scan motion)
were detected and repaired using the ArtRepair SPM
toolbox (http://spnl.stanford.edu/tools/ArtRepair/Art
Repair.html). Spatial normalization was improved
using the DARTEL toolbox on an MNI template.
Data were spatially smoothed with an isotropic
Gaussian filter (8 mm full width at half maximum).

All events were time-locked to the onset of the
cue, modeled according to their onset and their dura-
tion, and convolved with a canonical hemodynamic
response function. We focused our analysis on the
pre-stimulus period, all other events being considered
as events of non interest in the statistical analy-
sis. Since functional studies in healthy subjects have
shown that proactive inhibition may elicit activity in
the striatum, the subthalamic nucleus, the supplemen-
tary motor area (SMA), the dorsal premotor cortex
(PMd), the angular gyrus, the dorsomedial prefrontal
cortex, the thalamus, the insula and the right inferior
frontal gyrus (rIFG) [13–15, 18, 19, 22–25], we used
a mask encompassing only these regions, based on
the aal atlas [26]. Data were high pass-filtered with
a standard filter cutoff frequency of 128 s and sum-
marized into one contrast per subject for which the
signal intensity of the pre-stimulus period was con-
trasted to the baseline signal intensity in each voxel.
The statistical parametric group maps were generated
with a random-effects model. The individual statis-
tical maps were entered into a two-sample t-test PD
vs. controls.

http//www.fil.ion.ucl.ac.uk/spm/
http://spnl.stanford.edu/tools/ArtRepair/ArtRepair.html
http://spnl.stanford.edu/tools/ArtRepair/ArtRepair.html
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In order to further assess the relationship between
the level of pre-stimulus activity within the proactive
network and the latency of movement initiation, we
performed a complementary regression analysis. To
better characterize the variability seen in behavior, we
pooled the two groups and used individual normal-
ized RT (RT/mean) as a parametric regressor of the
pre-stimulus BOLD. The regressor effect was sum-
marized into one contrast per subject. We applied a
one sample t-test on the individual statistical maps.
All maps were thresholded at p < 0.001 uncorrected
for display purposes, and all results were reported
after peak-level cluster-wise family wise error (FWE)
correction for multiple comparisons.

RESULTS

Behavioral data: No effect of Group was observed
on the error rate (2.3 ± 5.8%, p > 0.7, all errors being
due to premature responses to go trials). RT was sig-
nificantly longer for PD patients than healthy controls
(474 ± 91 vs. 400 ± 72 ms, p < 0.05). Changes in RT
were not correlated with disease severity, LEDD or
UPDRS score.

fMRI data: Several regions included in two dif-
ferent clusters showed greater BOLD signal in PD
patients compared to matched controls: the precuneus
(BA 7; x: –16, y: –66, z: 60; z-score: 4.91; cluster size:
1600; pcor < 0.001), and the caudate nucleus (body,
x: 20, y: –24, z: 16; z-score:3.87) extending to the tha-
lamus (pulvinar, x: 16, y: –16, z: 20; z-score: 4.09)
(a 134 voxels cluster which closely approached the
conventional statistical threshold after conservative
FWE correction; pcor = 0.055) (Fig. 2). The trial-
by-trial regression analysis shows that the increase
in RT correlates with an increase of BOLD signal
in the SMA (x: 8, y: 2, z: 60; z-score: 4.85; clus-
ter size: 382; pcor <0.01). The cluster was found to
overlap both pre-SMA and SMA-proper, yet reveal-
ing a larger involvement of pre-SMA (cluster extent
in the Y direction: [–8 : 23]; Fig. 2). BOLD changes
were not correlated with disease severity, LEDD or
UPDRS score.

DISCUSSION

Although it is one of the cardinal symptoms of
PD, akinesia still needs a narrowed and consensual
definition [1–5, 27], as this term often includes both
bradykinesia (slowing of movement), hypokinesia
(decreased amplitude of movement) and failure to

Fig. 2. fMRI results. A) Regions more activated in patients than
controls during the pre-stimulus period. B) Region whose activity
during the pre-stimulus period predicts RT.
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initiate movement. Here, we focus only on move-
ment initiation disorders. This aspect has certainly
been overlooked in standard clinical assessments. At
least, the lengthening of RT observed for PD patients
in the present study does not correlate with the clinical
scores.

The issue of inhibitory control dysfunctions in PD
is a central matter for understanding motor and non-
motor disorders [7–11, 28, 29]. Recent conceptual
and methodological insights from healthy subjects
have significantly challenged our understanding of
response inhibition [17], and now offer the opportu-
nity to test unexplored aspects of inhibitory control
in PD [9]. In particular, proactive inhibitory control
mechanisms have been revealed, that gate move-
ment initiation in anticipation of external stimulation
to prevent premature or erroneous responses to
upcoming events when the context is uncertain
[4, 14, 16]. Here, we report evidence that BOLD
increase within the proactive inhibitory network
during the pre-stimulus period predicts movement
initiation lengthening. This was observed in the SMA
(especially in the pre-SMA), within subjects on a
trial-by-trial basis, regardless of medical condition.
BOLD increase was also observed in the precuneus,
the caudate nucleus and the thalamus in patients
with respect to controls, accounting for movement
initiation lengthening in the formers (Fig. 2). This
result provides some further insights into how dys-
function of the thalamocortical route may produce
disorders of movement initiation through its action
upon cortical regions [27]. These observations raise
more general questions about the segregation of the
cortico-basal ganglia circuits into motor and non-
motor domains. Indeed, there is some degree of
integration and cross-talk across motor and asso-
ciative (including executive) domains [3, 8]. One
illustrative element is the involvement of the SMA in
our main effect, which is known to support both motor
and executive functions [30]. Our results also sug-
gest that the cortico-striatal networks supporting the
control of response inhibition might extend beyond
the delimitation of the cortical territories described
in the classical motor and associative circuits [3, 8].
This is especially the case of the precuneus, which
was associated in the present study to the caudate, a
pivotal node of the associative circuit. Although the
links between BG and the prefontal cortex in cogni-
tive control have been extensively assessed, a possible
role of the precuneus in executive control should not
come as a surprise. Functionally, the precuneus is
known to participate in executive functions through

its engagement under a variety of processing states
[31]. Anatomically, the precuneus has strong inter-
connections with the striatum and the SMC [31]. Last,
clinically, modulation of activity in the precuneus of
PD patients is associated with disorders of response
inhibition [5].

Broadly, the pattern of differential brain activ-
ity between patients and controls is consistent with
the hypothesis that parkinsonian subjects maintain
inappropriate inhibitory control although the situa-
tion does not require action restraint. Given that PD
patients are not impaired in their ability to release
proactive inhibitory control when externally trig-
gered by a cue [4], the present results further support
the view that the difficulty to initiate action is related
to dysfunctional endogenous control of proactive
inhibition.

Yet, it must be emphasized here that the exact role
the different regions of the proactive network play
in the control of movement initiation is still obscure
[13, 14, 17]. Functions not directly related to the
mechanism that actively suppresses the motor com-
mand are also involved. In particular, more general
aspects of cognitive control may be engaged through,
for instance, the proactive modulation of various pro-
cessing states, of upstream perceptual processes, of
temporal attention, of action monitoring, or even of
response preparation itself [31–38]. In other words,
since the brain structures showing abnormal proac-
tive activity in PD patients were previously associated
with these various functions, it is not possible to infer
from the present results which processes among all
of those involved in proactive inhibitory control actu-
ally account for movement initiation disorders. This
further illustrates the complexity and functional mul-
tidimensionality of the cortico-basal ganglia circuits
[8]. Now, two limitations of this study must be men-
tioned. First, the sample size may have been too small,
and further larger studies are required to confirm the
present results. Nonetheless, it is worth mentioning
that all the results reported here survived a con-
servative statistical threshold (the FWE correction).
Second, although the comparison is non-significant,
the male:female ratio was reversed in the two groups
with more females in the healthy control group. How-
ever, we are not aware of a possible gender effect
in the functional anatomy of proactive inhibitory
control.

Our findings might provide new lines of inquiry
for future studies of movement initiation disorders
in PD. First, further clarification of its pathophys-
iological and neurochemical features could rely on
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the systematic analysis of the critical prestimulus
brain activity related to response control. The non-
dopaminergic origin of movement initiation disorders
[4, 29], which is emphasized in the present results
by the fact that neither BOLD modulations nor RT
are related to the LEDD, calls for comprehensive
pharmacological neuroimaging research targeting
non-levodopa-responsive motor symptoms [6, 29, 39,
40]. This includes gait disorders, which might repre-
sent an extreme form of inhibitory dysfunction and
associated disorders [41–47]. Second, akinetic symp-
toms, among which slowness in movement initiation,
need to be considered along with other symptoms
because they may not be the single outcome of proac-
tive inhibitory control disorders. While impulsivity
is usually viewed as the main consequence of disor-
ders of response inhibition [28, 48], the present data
show that dysfunctional inhibitory control may lead
to a wider range of symptoms including difficulties
in initiating actions. This proposal is consistent with
other recent observations: first, hypoactivation within
the proactive inhibitory network was found associ-
ated with impulsive action in PD [5, 49], and second,
dopamine agonists were not found to modulate activ-
ity within the neural network underlying impulsive
action (in contrast to the network underlying impul-
sive choices) [50]. Taken together, these arguments
suggest that slowness in movement initiation and
impulsivity might be the two sides of the same coin.
Yet, further work is needed to identify more precisely
the control mechanisms that are dysfunctional in PD.
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Bringas M, Álvarez M, Álvarez L, Pavon N, Rodriguez-
Oroz MC, Macias R, Obeso JA, & Jahanshahi M (2014)
The subthalamic nucleus and inhibitory control: Impact of
subthalamotomy in Parkinson’s disease. Brain, 137, 1470-
1480.

[13] Jaffard M, Benraiss A, Longcamp M, Velay JL, &
Boulinguez P (2007) Cueing method biases in visual detec-
tion studies. Brain Res, 1179, 106-118.

[14] Jaffard M, Longcamp M, Velay J-L, Anton J-L, Roth M,
Nazarian B, & Boulinguez P (2008) Proactive inhibitory
control of movement assessed by event-related fMRI. Neu-
roimage, 42, 1196-1206.

[15] Jahfari S, Waldorp L, van den Wildenberg WPM, Scholte
HS, Ridderinkhof KR, & Forstmann BU (2011) Effec-
tive connectivity reveals important roles for both the
hyperdirect (fronto-subthalamic) and the indirect (fronto-
striatal-pallidal) fronto-basal ganglia pathways during
response inhibition. J Neurosci, 31, 6891-6899.

[16] Criaud M, Wardak C, Ben Hamed S, Ballanger B,
& Boulinguez P (2012) Proactive inhibitory control of
response as the default state of executive control. Front
Psychol, 3, 59.

[17] Criaud M, & Boulinguez P (2013) Have we been asking the
right questions when assessing response inhibition in go/no-
go tasks with fMRI? A meta-analysis and critical review.
Neurosci Biobehav Rev, 37, 11-23.

[18] Vink M, Kaldewaij R, Zandbelt BB, Pas P, & du Plessis S
(2015) The role of stop-signal probability and expectation
in proactive inhibition. Eur J Neurosci, 41, 1086-1094.



440 M. Criaud et al. / Impaired Control Over Motor Initiation in PD

[19] Ray Li CS (2015) Response Inhibition. In Brain Mapping:
An Encyclopedic Reference, Toga A, eds. Academic Press,
pp. 303-317.

[20] Boulinguez P, Blouin J, & Nougier V (2001) The gap effect
for eye and hand movements in double-step pointing. Exp
Brain Res, 138, 352-358.

[21] Tomlinson CL, Stowe R, Patel S, Rick C, Gray R, & Clarke
CE (2010) Systematic review of levodopa dose equivalency
reporting in Parkinson’s disease. Mov Disord, 25, 2649-
2653.

[22] Chikazoe J, Jimura K, Hirose S, Yamashita K, Miyashita
Y, & Konishi S (2009) Preparation to Inhibit a Response
Complements Response Inhibition during Performance of
a Stop-Signal Task. J Neurosci, 29, 15870-15877.

[23] Zandbelt BB, & Vink M (2010) On the role of the striatum
in response inhibition. PloS One, 5, e13848.

[24] Zandbelt BB, Bloemendaal M, Neggers SFW, Kahn RS, &
Vink M (2013) Expectations and violations: Delineating the
neural network of proactive inhibitory control. Hum Brain
Mapp, 34, 2015-2024.

[25] Van Belle J, Vink M, Durston S, & Zandbelt BB (2014)
Common and unique neural networks for proactive and reac-
tive response inhibition revealed by independent component
analysis of functional MRI data. Neuroimage, 103, 65-74.

[26] Tzourio-Mazoyer N, Landeau B, Papathanassiou D, Criv-
ello F, Etard O, Delcroix N, Mazoyer B, & Joliot M (2002)
Automated anatomical labeling of activations in SPM Using
a macroscopic anatomical parcellation of the MNI MRI
single-subject brain. Neuroimage, 15, 273-289.

[27] Escola L, Michelet T, Macia F, Guehl D, Bioulac B, &
Burbaud P (2003) Disruption of information processing in
the supplementary motor area of the MPTP-treated mon-
key: A clue to the pathophysiology of akinesia? Brain, 126,
95-114.

[28] Bari A, & Robbins TW (2013) Inhibition and impulsiv-
ity: Behavioral and neural basis of response control. Prog
Neurobiol, 10, 44-79.

[29] Kehagia AA, Housden CR, Regenthal R, Barker RA, Müller
U, Rowe J, Sahakian BJ, & Robbins TW (2014) Target-
ing impulsivity in Parkinson’s disease using atomoxetine.
Brain, 137, 1986-1997.

[30] Nachev P, Kennard C, & Husain M (2008) Functional role
of the supplementary and pre-supplementary motor areas.
Nat Rev Neurosci, 9, 856-869.

[31] Utevsky AV, Smith DV, & Huettel SA (2014) Precuneus is
a functional core of the default-mode network. J Neurosci,
34, 932-940.

[32] Correa A, Triviño M, Pérez-Dueñasa C, Acosta A, &
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