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ABSTRACT
Unilateral spatial neglect (USN) is a syndrome that can occur after right- and left-hemisphere
damage. It is generally accepted that left-sided USN is more severe than right-sided USN.
Evidence for such a difference in other domains is lacking. Primary aims were to compare
frequency, severity, region specificity, cognition, physical functioning, and physical independence
between left and right USN. Secondary aims were to compare lesion characteristics. A total of 335
stroke patients admitted for inpatient rehabilitation were included. The severity of the lateralized
attentional deficit was measured with a shape cancellation and line bisection test (in peripersonal
and extrapersonal space) and the Catherine Bergego scale. The Mini-Mental State Examination,
Stichting Afasie Nederland score, search organization (i.e., best R and intersections rate), Motricity
Index, balance, mobility, and self-care were assessed. Measures were statistically compared
between left, right, and no USN patients. Lesion overlay plots were compared with lesion
subtraction analyses. Results: Left USN (15.82%) was more frequent than right USN (9.25%).
Demographic and stroke characteristics were comparable between groups. The lateralized atten-
tional deficit was most severe in left USN. USN in both peripersonal and extrapersonal space was
more frequently left-sided in nature. Search efficiency was lower in left USN. Balance was poorer
in right USN. No differences between left and right USN were found for cognitive ability,
communication, motor strength, mobility, and self-care. Most patients with left USN had right-
hemispheric lesions, whereas patients with right USN could have lesions in either the left or the
right hemisphere. To conclude, left and right USN are both common after stroke. Although the
lateralized attention deficit is worse in left than in right USN, consequences at the level of
physical functioning and physical independence are largely comparable. From a clinical perspec-
tive, it is important to systematically screen for USN, both after right- and after left-hemisphere
damage.
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Unilateral spatial neglect (USN) is a syndrome that
occurs frequently after stroke (Appelros, Karlsson,
Seiger, & Nydevik, 2002; Buxbaum et al., 2004). The
core cognitive deficit of USN is a deficit in lateralized
attention, resulting in involuntary impairments in
detecting or responding to contralesional stimuli
(Appelros et al., 2002; Buxbaum et al., 2004). Even
though it is generally the lateralized inattention that is
measured during, for example, a neuropsychological
assessment, the most widely used term for this cogni-
tive disorder is neglect, both in scientific studies and in
clinical practice. In this paper, the honored term
“neglect” is therefore used for sake of clarity, but one

should be aware that the core deficit that we measure,
and that is the basis for categorizing patients, is the
lateralized attention deficit. Neglect may vary in sen-
sory modality (i.e., visual, auditory, haptic, and tactile;
Jacobs, Brozzoli, & Farnè, 2012), region of space (i.e.,
peripersonal and extrapersonal; Van der Stoep et al.,
2013), and frame of reference (i.e., egocentric and
allocentric; Chechlacz et al., 2010). Spontaneous recov-
ery of USN takes place within the first 3 months post
stroke onset, leaving about 40% of neglect patients with
chronic USN after 1 year post stroke onset (Nijboer,
Kollen, & Kwakkel, 2013; Ringman, Saver, Woolson,
Clarke, & Adams, 2004).
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Estimations are that USN occurs in approximately
50% of stroke patients with right-sided hemisphere
damage and in 30% of stroke patients with left-sided
hemisphere damage (Chen, Chen, Hreha, Goedert, &
Barrett, 2015). Some studies reported that USN is more
severe and more persistent after right-hemisphere
damage than after left-hemisphere damage (Chen,
Hreha, Kong, & Barrett, 2015; Gainotti, Messerli, &
Tissot, 1972; Ogden, 1985; Ringman et al., 2004),
whereas others indicate that USN severity does not
differ between left and right USN (Chen, Chen, et al.,
2015; Suchan, Rorden, & Karnath, 2012). This right-
hemispheric dominance of USN has not yet been com-
pletely elucidated. A widely accepted theory of USN
states that the right hemisphere controls shifts of atten-
tion to both the left and right side of space, while the
left hemisphere only controls attention to the right side
(Mesulam, 1981). Another theory proposes that both
hemispheres have a role in orienting to the contrale-
sional side, but this bias is larger in the left than in the
right hemisphere (Kinsbourne, 1987). Corbetta and
Shulman (2011) propose that lesions in right-hemi-
sphere ventral regions would result in a disturbed
balance between hemispheres regarding physiological
activity, resulting in a left-hemispheric dominance.
Both theories, however, have received limited empirical
support from neuroimaging studies. The nonspatial
functions of the ventral attention network, such as
reorienting, target detection, visual search, and arousal,
are strongly right-hemisphere dominant (Bartolomeo,
Thiebaut de Schotten, & Chica, 2012; Ten Brink,
Biesbroek, et al., 2016).

In general, USN is linked to poor motor recovery
(Nijboer, Kollen, & Kwakkel, 2014), higher disability
(Appelros et al., 2002; Buxbaum et al., 2004; Chen,
Chen, et al., 2015; Nijboer, van de Port, Schepers, Post,
& Visser-Meily, 2013), poor responses to rehabilitation
services (Chen, Chen, et al., 2015; Chen, Hreha, et al.,
2015; Nys et al., 2005), and a reduced likelihood to being
discharged home (Wee & Hopman, 2008). More severe
USN is associated with more suppression on the (pat-
tern of) recovery in other domains (Nijboer, Kollen,
et al., 2014); however, it is unknown whether a differ-
ence between the left and right networks exist. In none
of the studies was a dissociation between left- and right-
brain-damaged patients, or left and right USN, made
(Appelros et al., 2002; Buxbaum et al., 2004; Chen,
Chen, et al., 2015, Chen, Hreha, et al., 2015; Nijboer,
Kollen, et al., 2014, Nijboer, van de Port, et al., 2013; Nys
et al., 2005). Since USN severity is thought to be more
severe after right- than after left-hemispherical damage,
possibly, motor, functional or cognitive differences exist
too between left and right USN patients.

The primary aim of the current study was to inves-
tigate the distinctions and similarities between patients
with left and right USN in a large cohort of stroke
patients, regarding frequency, severity, and region-spe-
cific USN (i.e., peripersonal, extrapersonal), cognition,
physical functioning, and physical independence. The
secondary aim was to compare lesion characteristics
between patients with left versus right USN. To our
knowledge, we are the first to assess all these different
domains to compare performance between left, right,
and no USN groups.

1. Method

1.1. Patients

Stroke patients were included from a patient population
admitted for inpatient rehabilitation to De Hoogstraat
Rehabilitation center, from October 2011 to August
2014. In the Netherlands, a patient is admitted to a
rehabilitation center if: (a) discharge to home is
expected in view of the prognosis and availability of
the caregivers, but not from the hospital within 5 days;
(b) the patient is capable of participating in therapy; (c)
the patient is vital enough; (d) a multidisciplinary
approach is essential to reach the complex rehabilitation
goals; and (e) discharge to home is expected to be within
<3 months. Older patients (75 years or older) are more
likely to be admitted to geriatric rehabilitation.

All stroke patients were screened for USN as part of
standard care, within 2 weeks after admission. From the
resulting database, the following exclusion criteria were
used for the current study: (a) not screened for USN (due
to being sick, being absent, or a lack of motivation); (b)
not able to perform the object cancellation task (i.e.,
unable to understand instructions, unable to use a com-
puter mouse, or severe alterations in vision); (c) per-
formed the object cancellation task in only one region
of space (due to fatigue, lack of motivation, or lack of
time); (d) absence of data on hemisphere of lesion; and
(e) discrepancy regarding side of USN between periper-
sonal and extrapersonal space.

Patients were grouped based on the presence of a
deficit in lateralized attention. Performance at the
object cancellation was used to group patients (see
2.3.1 Severity of the lateralized attentional deficit). An
omission difference score (left versus right) of at least 2
was used as the criterion for USN (Van der Stoep et al.,
2013). Subsequently, patients with a lateralized atten-
tional deficit were allocated to the “left USN” or “right
USN” group, exclusively based on the laterality of
omissions on the object cancellation task. Patients
with a lateralized attentional deficit in peripersonal
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and/or extrapersonal space were classified as either left
or right USN. Patients without a lateralized attentional
deficit formed the third group (i.e., no USN). Lesion
side was not taken into account in the allocation
procedure.

1.2. Procedure

The data were collected from existing databases
(Supplementary Table 1). We collected demographic
and stroke characteristics from patient files, lesion
characteristics from magnetic resonance imaging
(MRI) or computed tomography (CT) scans, measures
of communication, overall cognition, and physical
independence. Within 2 weeks after admission, a neu-
ropsychologist conducted a USN screening (consisting
of the object cancellation task and line bisection task)
and administered measurements of balance for all
stroke patients. Within the same week, the nurse
observed the presence and severity of USN during
activities of daily living (ADL) with the Catherine
Bergego Scale (CBS). The research and consent proce-
dures were in accordance with the standards of the
Declaration of Helsinki.

1.3. Outcome measures

Outcomes split for left and right USN are presented per
domain. The domains are severity of the lateralized
attentional deficit, other cognitive measures, and phy-
sical functioning and physical independence for the
primary aims, and lesion characteristics for the second-
ary aims.

1.3.1. Severity of the lateralized attentional deficit
A digitized object cancellation task was performed both
in peripersonal and in extrapersonal space (Van Der
Stoep et al., 2013). Object cancellation tasks are the
most widely used and most valid task to assess USN
(Machner, Mah, Gorgoraptis, & Husain, 2012; Sperber
& Karnath, 2016). The object cancellation task consisted
of 54 small objects (0.6° × 0.6°) among 75 distractors
(identical, yet larger objects 0.95° × 0.95°) and letters
and letter combinations (0.45° × 2.1°). Patients were
seated in front of a monitor and used a computer
mouse to click the targets presented on a computer
monitor. Patients were instructed to indicate when they
were finished. After each click, a blue circle appeared on
the clicked location and remained visible throughout the
task. There was no time limit. The monitor was placed at
a distance of 30 cm for assessing peripersonal USN, and at
a distance of 120 cm for assessing extrapersonal USN.
Stimuli in extrapersonal space were presented enlarged to

control for visual angle. The order of the region-specific
measurements (peripersonal and extrapersonal) was ran-
domized across patients.

The following outcome measures were derived:
omission difference score, center of cancellation
(CoC), consistency of the search direction (best R),
and intersections rate. Best R and the intersections
rate are measures of search organization, and are
described in 1.3.2 “Other cognitive measures.” The
horizontal normalized CoC (CoC-x) reflects both the
location and the amount of the cancelled targets
(Rorden & Karnath, 2010). The CoC-x ranges from
−1 to 1. For example, a missed target at the most left
side of the stimulus field results in a shift of the CoC-x
towards 1, reflecting a CoC towards the right side. A
CoC-x of zero indicates an absence of a spatial bias
regarding the cancelled targets. The CoC-x outcome
was used to determine the severity of deficit in later-
alized attention. Since left USN would result in a posi-
tive CoC-x, and right USN would result in a negative
CoC-x, differences between relative CoC-x values
would not be informative. Therefore, in order to com-
pare the left and right USN group, the absolute values
of the CoC-x were used.

A digitized line bisection task was administered in
peripersonal and extrapersonal space, in which the
same distances were used as in the object cancellation
task (Van der Stoep et al., 2013). Three horizontal
lines (22° long and 0.2° thick) were presented at
different horizontal positions. From upper to lower
lines, the horizontal shift was always 15% of the line
length to the left. The lines were vertically evenly
distributed: The vertical shift was 28% of the line
length. Patients were asked to mark the subjective
midpoint of each line by clicking on it with a com-
puter mouse. Patients were instructed to start with
the upper line. The task was conducted four times,
resulting in bisecting a total of 12 lines. Scoring was
conducted according the method of Van der Stoep
et al. (2013): A negative value reflects a shift of the
subjective midpoint to the left, and a positive value
vice versa. The normal range (mean ±3 SDs) was
−0.74° to 0.48° for the presented lines in peripersonal
space and −0.86° to 0.56° for the presented lines in
extrapersonal space (Van der Stoep et al., 2013). For
each region of space the average deviation for all lines
(upper, middle, and bottom) was used as an outcome
measure of the severity of deficit in lateralized atten-
tion. For evaluation of both the direction of deviation
(i.e., side of USN) and the degree of deviation (i.e.,
severity of deficit in lateralized attention) both rela-
tive and absolute values of the averaged deviation
scores were used.
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The CBS is an observation scale for functional
assessment of USN (Azouvi et al., 2003; Dutch version:
Ten Brink et al., 2013). It assesses performance in
personal (body parts and body surface), peripersonal,
and extrapersonal space, as well as in perceptual, repre-
sentational, and motor domains. Nurses rated the
severity of USN resulting in a range of 0 (no USN) to
30 (severe USN). The CBS total score was used as an
outcome measure of the severity of deficit in lateralized
attention.

1.3.2 Other cognitive measures
The Mini-Mental State Examination (MMSE) task is a
cognitive screening instrument (Folstein, Folstein, &
McHugh, 1975). It is an 11-point questionnaire asses-
sing orientation, memory, attention, calculation, lan-
guage, and constructive functions. The score ranges
from 0 to 30; a score of less than 24 is regarded to
reflect cognitive impairment.

The Stichting Afasie Nederland (SAN) task is a
screening instrument for communication deficits,
which focuses on verbal and auditory language and is
filled out by the rehabilitation physician (Deelman,
Koning-Haanstra, Liebrand, & van den Burg, 1981).
The score ranges from 1 (no communication possible
via language) to 7 (normal speech and understanding
of language).

The measure best R was derived from the object
cancellation task, and depicts whether one searched in
the same direction throughout the whole task, for
example in a columnar fashion or row after row. In
order to derive best R, we computed the Pearson cor-
relation coefficient (r) from the linear regression of the
x-values and y-values of all marked locations relative to
the order in which they were marked. The highest
absolute correlation of these two (best R) represent
the degree to which calculations were pursued ortho-
gonally (Mark, Woods, Ball, Roth, & Mennemeier,
2004). The best R value can range from 0 to 1, in
which a higher value depicts a more efficient search.

The measure intersections rate indicates the
amount of crossings with paths between previously
cancelled targets. It has been shown that few inter-
sections occur during efficient search (Woods &
Mark, 2007). Further, the intersections rate differenti-
ates between groups of stroke patients (Ten Brink,
Van der Stigchel, Visser-Meily, & Nijboer, 2016). To
compute the intersections rate, the total amount of
path intersections was divided by the amount of
cancellations that were not immediate revisits
(Dalmaijer, Van der Stigchel, Nijboer, Cornelissen,
& Husain, 2015). Thus, a high intersections rate
indicates less organized search. Both best R and the

intersections rate were computed using
CancellationToolbox (Dalmaijer et al., 2015). Only
data from the object cancellation in extrapersonal
space were used to compute best R and the intersec-
tions rate, because clicks in the peripersonal task
were located too close to each other in order to
reliably compute these measures.

1.3.3. Physical functioning and physical
independence
The Motricity Index (Collin & Wade, 1990) assesses
the severity of motor impairment after stroke. There
are three items for the arm (pinch grip, elbow flexion,
and shoulder abduction) as well as three for the legs
(ankle dorsiflexion, knee extension, and hip flexion).
Scores range from 0 (very severe motor impairment) to
100 (full motor function) per extremity (arm and leg).

Since a negative relation has been reported between
USN and postural balance (Nijboer, Ten Brink, Van
Der Stoep, & Visser-Meily, 2014; van Nes et al., 2009),
and disturbances in balance are related to problems in
daily-life functioning (Suzuki, Ohyama, Yamada, &
Kanamori, 2002), the measure of postural balance was
included in the current study. During the balance task,
the average sitting position and postural sway of the
patient were measured in two conditions: with eyes
open and with eyes closed (Nijboer, Olthoff, Van der
Stigchel, & Visser-Meily, 2014). The patient sat with
their hands in their lap, on a Nintendo Wii Balance
Board placed on a stool in front of a white wall. For
each condition (eyes open and closed), four outcomes
were taken into analysis. First, the center of pressure
(CoP) reflects the average sitting position on the Wii
balance board. The mediolateral CoP represents the
“side-to-side position” (horizontal axis), and the ante-
roposterior CoP represents the “front-to-back position”
(vertical axis). In order to compare the left and right
USN group, both the relative and the absolute values of
the average mediolateral CoP were used, in order to
evaluate both the direction and the degree of deviation,
respectively.

Shifts in CoP from the ideal weight distribution (i.e.,
a 50–50% weight distribution between the left and right
and the front and back sensors) were seen as a measure
of postural sway, or the ability to maintain balance (i.e.,
a large shift indicates poor balance). Mediolateral and
anteroposterior postural sway (i.e., the mean variance of
displacement) were calculated. The Wii Balance Board
has shown good test–retest reliability of CoP path length
and between devices, in validity and reliability compar-
isons with a force plate by Clark et al. (2010).

The Barthel Index (Collin, Wade, Davies, & Horne,
1988) measures the level of independent functioning in
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activities in daily living. Scores range from 0 (completely
dependent) up to 20 (completely independent).

The Utrecht Scale for Evaluation of Rehabilitation
(USER) covers physical independence (mobility and self-
care; Post, van de Port, Kap, & Berdenis van Berlekom,
2009). The USER Mobility subscale consists of 7 items
including sitting, standing, transfers, and several forms of
mobility, whereas the Self-Care subscale consists of 7 items
including basic activities of daily living. Total scores of
each subscale range from 0 to 35, with higher scores
reflecting better performance. The USER has been proven
reliable, valid, and responsive (Post et al., 2009). Compared
with the Barthel Index, the USER is more sensitive for
improvement in patients with relatively good recovery,
which can be attributed to the extended response cate-
gories used (Post et al., 2009). However, since the Barthel
Index is more widely known, we additionally derived
Barthel Index scores from the USER.

1.3.4. Lesion characteristics
The following lesion characteristics were retrieved from
the medical charts: lesion side (left, right, or bilateral)
and lesion focality (focal, diffuse, or bilateral).

For a subset of 81 ischaemic stroke patients, CT or
MRI scans were available for lesion segmentation.
Infarcts were manually segmented on transversal slices
of follow-up CT scans, or on T2 FLAIR sequences ofMRI
scans by a trained rater (J.M.B.) who was blinded to
clinical data. Infarct segmentations were transformed to
the Montreal Neurological Institute (MNI)-152 template
(Fonov, Evans, McKinstry, Almli, & Collins, 2009; Klein,
Staring, Murphy, Viergever, & Pluim, 2010; Kuijf,
Biesbroek, Viergever, Biessels, & Vincken, 2013), with
an intermediate registration step using an age-specific
CT and MRI template (Rorden, Bonilha, Fridriksson,
Bender, & Karnath, 2012), which served to improve the
quality of the registrations. Amore detailed description of
the procedures for lesion segmentation and registration
are provided elsewhere (Biesbroek et al., 2014, 2016).
Quality checks of the registration results were performed
by comparing the native scan to the lesion map in MNI
space. For 45 patients, the coregistered lesion maps were
manually adjusted to correct for slight registration errors
using MRIcron (http://www.mccauslandcenter.sc.edu/
crnl/mricron) by J.M.B.

In order to determine which brain regions were
most strongly related to left and right USN, we per-
formed a qualitative lesion overlay and subtraction
analysis. In this analysis, lesion overlay and subtraction

plots were generated for patients with left USN versus
no USN, and right USN versus no USN using
MRIcron. The registered lesion maps were additionally
used to compute normalized lesion volumes for these
patients (Rorden, Karnath, & Bonilha, 2007).

Thus, the variables lesion side and lesion focality
were retrieved from the medical charts for all patients,
whereas lesion subtraction analyses and computation
of lesion volumes were performed for a subset of 81
patients with lesion segmentations.

1.4. Data preprocessing and analysis

Since group sizeswere unequal, anddatawere not normally
distributed, differences between left, right, and no USN
groups were tested with Mann–Whitney tests.
Dichotomized variables were analyzed with a chi-square
test. In case of 5 expected count in less than 80% of cells, or
a cell with zero expected count, the Fisher exact test was
used.

For Mann–Whitney tests, effect sizes were calculated
[with the formula: r = Z/√(N)]. For chi-square tests, phi
(with a data table of 2 × 2) or Cramer’s V (with a data
table of >2 × 2) was calculated (with the formula: ⱷ or
V = √[χ2/N(k – 1)]. Effect sizes of .1, .3, and .5 were
interpreted as small, medium, and large, respectively.

In order to answer our main question regarding
differences between patients with left and right USN,
all outcome measures were compared between patients
with left and right USN in separate Mann–Whitney
tests with a level of significance of p = .05.

Performance of patients with left and right USN was
compared with performance of patients with no USN,
in order to evaluate whether patients with USN differed
from patients without USN. We used Mann–Whitney
tests with a Bonferroni correction to avoid a family-
wise error rate (adjusted level of significance p = .025).

2. Results

2.1. Inclusion

A flowchart of the included patients for this study is
depicted in Figure 1. Of the 426 stroke patients
admitted to the rehabilitation center, 335 patients
were included in behavioral analyses. Of these patients,
251 were classified as no USN, 53 as left USN, and 31
as right USN.1 Left USN was more frequent than right
USN (see Table 1 for statistics). In Table 1 the

1Patients with left-sided USN omitted on average 6.34 targets on the left (SD = 6.31) and 1.27 targets on the right
(SD = 1.75); patients with right-sided USN omitted on average 0.27 targets on the left (SD = 0.63) and 2.48 targets on the
right (SD = 2.52).
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occurrence of region-specific USN is depicted for
patients with left and right USN. These frequencies
differed significantly between patients with left and
right USN. Left USN patients had USN in both regions
of space more often than right USN patients (see
Table 1 for statistics).

2.2. Demographic and stroke characteristics

Distribution of demographic and stroke characteris-
tics are listed in Table 2. No differences in age,
gender, handedness, stroke history, and etiology
were found between patients with left and right
USN, left and no USN, or right and no USN. No
difference was seen in time post stroke onset at the
moment of the USN screening between patients with
left and right USN. Patients with left USN were
screened at a later time post stroke onset (5 days)
than patients without USN.

2.3. Outcome measures

2.3.1. Severity of the lateralized attentional deficit
In Table 3 the results of the measures of lateralized
attention are presented. A larger deficit in lateralized
attention (absolute CoC-x) was found for patients with
left than with right USN, in both peripersonal and
extrapersonal space.

Regarding the line bisection, a deviation to the right
was seen in patients with left USN compared to
patients without USN, in both peripersonal and extra-
personal space. The deviation in patients in right USN
did not differ from that in patients without USN, in
neither peripersonal nor extrapersonal space. The mag-
nitude of the deviation was larger for patients with left
USN than for those with right USN in peripersonal and
extrapersonal space, indicating larger deficit in latera-
lized attention.

With respect to observations of USN in daily life, no
discrepancies were found between patients with left
and right USN, and between patients with right and
no USN. Higher scores on the CBS were found, how-
ever, for patients with left USN than for patients with-
out USN, indicating a deficit in lateralized attention in
daily-life activities.

2.3.2. Other cognitive measures
Boxplots with scores on all four cognitive measures are
depicted in Figure 2. Patients with left USN showed
comparable general cognitive functioning (MMSE) to
that of patients with right or no USN. Patients with

426 stroke patients

10-2011 to 8-2014

410 patients eligible

Exclusion: not screened (N=16)

Sick or absent (N=7)

Lack of motivation (N=2)

Unknown (N=7)

Exclusion: not able to perform the object cancellation (N=41)

Language: not able to understand instructions (N=15)

Motor: not able to use computer mouse (N=23)

Vision: severe altered perception (e.g.,double vision) (N=3)

369 patients eligible Exclusion: data analyses (N=34)

Data of the object cancellation in one region of space (N=6)

No data on lesion side (N=21)

Discrepancy in side of peripersonal and extrapersonal USN

(N=7)

335 patients included

•

•

•

•

•

•

•

•

•

Figure 1. Flowchart of patient inclusion.

Table 1. Amount of patients per group.
Left
USN

Right
USN Left vs. right USN

Group size 53 31 χ2(1, N = 2) = 5.76; p = .016*
Region of space, % χ2(2, N = 84) = 15.80;

p < .001*a, V = 0.43
Peripersonal 32.1 51.6
Extrapersonal 9.4 32.3
Both 58.5 16.1

Note. USN = unilateral spatial neglect.
aPost hoc comparisons showed that only the group size of the “both”
group differed significantly between left and right USN patients.
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right USN showed a lower cognitive functioning (2
points lower on the MMSE) than patients without
USN (Table 4).

No difference was seen between patients with left
and right USN, left and no USN, and right and no USN
regarding communication impairments as measured
with the SAN.

Regarding search consistency at the object cancella-
tion task, no differences were seen between patients with
left and right USN, left and no USN, and right and no
USN. Search organization differed between patients
with left and right USN, and left and no USN, with
higher intersection rates for patients with left USN,
indicating less organized search. No differences were
seen between patients with right and no USN.

2.3.3. Physical functioning and physical
independence
Table 5 shows the outcomes of the physical functioning
and physical independence domain. With respect to
motor strength (Motricity Index arm and leg), no dif-
ferences were obtained between patients with left, right,
and no USN.

Data of two patients (2.8%) were considered outliers in
multiple balance outcomes and were excluded from all
balance analyses; both patients were part of the left USN
group. Patients with right USN were shifted more to one
side of the balance board (either the left or right, as mea-
sured with the absolute CoP mediolateral deviation) than
patients with left USN, only with eyes closed (see Figure 3).
Neither the relative CoP mediolateral and anteroposterior
deviation (i.e., the average deviation) nor the postural sway
differed between patients with left and right USN. Patients
without USN did not differ from patients with left and
right USN on any of the balance measures.

Physical independence at admission, as measured
with the Barthel Index, did not differ between patients
with left, right, and no USN. Physical independence
(Barthel Index) in the first week did not differ between
patients with left and right USN. Compared to patients
without USN, physical independence in the first week
was lower for patients with right or left USN. At dis-
charge, no difference was seen regarding physical inde-
pendence between patients with left and right USN.
Patients with left and right USN had lower physical
independence scores than patients without USN.

In the first week, mobility (as measured with the
USER) did not differ between patients with left and
right USN. However, it was worse for patients with
right and left USN than for patients without USN
(see Figure 4). At discharge, no differences were seen
regarding mobility between patients with left, right,
and no USN.Ta
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Regarding self-care (as measured with the USER) in
the first week, patients with left USN did not differ
from patients with right and no USN. However, self-
care was worse for patients with right or left USN than
for patients without USN. At discharge, patients with
left USN had worse self-care than patients without
USN at discharge; this was a trend for patients with
right USN.

2.3.4. Lesion characteristics
The side of the lesion differed significantly between
patients with left and right USN and between patients
with left and no USN (Table 6), with more right-hemi-
sphere damage in patients with left USN (77.4%) than in
those with right (35.5%) and no USN (47.4%). No differ-
ence was seen between patients with right and no USN
regarding lesion side. Note that 17% to 35.5% of patients

Table 3. Severity of the lateralized attentional deficit: Median and IQR per outcome measure.
Measure Left USN Right USN No USN Left vs. right USN Left vs. no USN Right vs. no USN

Peripersonal spacea

OC CoC-x 0.054 (0.13) 0.020 (0.03) 0 (0) U = 408.0; Z = −3.835;
p < .001*; r = –.42

LB deviation 0.09 (1.08) −0.26 (0.40) −0.19 (0.51) U = 498.0; Z = −2.715;
p = .007*; r = –.30

U = 4434.0; Z = −3.508;
p < .001*; r = –.20

U = 3351.0; Z = –0.854;
p = .393; r = –.05

LB absolute
deviation

0.74 (0.68) 0.45 (0.35) 0.34 (0.35) U = 548.5; Z = −2.229;
p = .026*; r = –.25

U = 3795.0; Z = −4.636;
p < .001*; r = –.27

U = 3221.0; Z = −1.168;
p = .243; r = –.07

Extrapersonal spacea

OC CoC-x 0.037 (0.07) 0.013 (0.03) 0 (0) U = 490.5; Z = −3.077;
p = .002*; r = –.34

LB deviation 0.27 (1.74) −0.23 (0.68) −0.22 (0.55) U = 413.0; Z = −3.621;
p < .001*; r = –.40

U = 3921.0; Z = −4.461;
p < .001*; r = –.26

U = 3163.5; Z = −1.180;
p = .238; r = –.07

LB absolute
deviation

0.81 (1.09) 0.51 (0.52) 0.42 (0.37) U = 481.5; Z = −2.972;
p = .003*; r = –.33

U = 3176.0; Z = −5.780;
p < .001*; r = –.34

U = 3086.5; Z = −1.369;
p = .171; r = –.08

Both distancesb

CBS 8.0 (15.9) 3.2 (7.1) 1.1 (4.0) U = 141.5; Z = −1.454;
p = .146; r = –.22

U = 1332.5; Z = −4.336;
p < .001*; r = –.32

U = 674.5; Z = −1.566;
p = .117; r = –.12

Note. CBS = Catherine Bergego Scale; CoC = center of cancellation; IQR = interquartile range; LB = line bisection; OC = object cancellation; USN = unilateral
spatial neglect.

aGroup size ranges: left USN = 52–53, right USN = 30–31, no USN = 243–251. bGroup sizes: left USN = 33, right USN = 12, no USN = 153.
*Statistically significant with alpha = .05 (a Bonferroni correction was used for comparisons with the no USN group, alpha = .025).

Figure 2. Boxplots of the (a) Mini-Mental State Examination (MMSE), (b) Stichting Afasie Nederland (SAN), (c) best R, and (d)
intersection rate scores for the no, left, and right unilateral spatial neglect (USN) groups.
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Table 4. Other cognitive measures: Median and IQR per measure.
Measure Left USN Right USN No USN Left vs. right USN Left vs. no USN Right vs. no USN

MMSE 27 (5) 26 (6) 28 (4) U = 249.0; Z = −1.519;
p = .129; r = –.20

U = 2651.0; Z = −1.362;
p = .173; r = –.10

U = 940.5; Z = −2.629;
p = .009*; r = –.19

SAN 6 (2) 6 (3) 6 (3) U = 466.0; Z = –0.524;
p = .600; r = –.06

U = 4234.0; Z = –0.124;
p = .901; r = –.01

U = 2295.5; Z = –0.519;
p = .604; r = –.03

OC best R .85 (.29) .84 (.30) .87 (.24) U = 686.0; Z = –0.907;
p = .364; r = –.10

U = 5673.5; Z = −1.239;
p = .215; r = –.07

U = 3527.0; Z = –0.360;
p = .719; r = –.02

OC intersection rate 0.13 (0.17) 0.05 (0.06) 0.06 (0.11) U = 391.5; Z = −3.742;
p < .001*; r = –.41

U = 3572.5; Z = −4.985;
p < .001*; r = –.29

U = 3466.5; Z = –0.509;
p = .611; r = –.03

Note. IQR = interquartile range; MMSE = Mini-Mental State Examination; OC = object cancellation; SAN = Stichting Afasie Nederland; USN = unilateral spatial
neglect. Group size ranges: left USN = 37–53, right USN = 18–30, no USN = 167–245.

*Statistically significant with alpha = .05 (a Bonferroni correction was used for comparisons with the no USN group, alpha = .025).

Table 5. Physical functioning and physical independence: Median and IQR per measure.
Measure Left USN Right USN No USN Left vs. right USN Left vs. no USN Right vs. no USN

Motricity Index
arma 72 (100) 76 (75) 76 (61) U = 381.5; Z =

–0.996; p = .319;
r = –.13

U = 3058.0; Z = −1.808;
p = .071; r = –.12

U = 2154.0; Z =
–0.156; p = .876;
r = –.01

lega 75 (86) 83 (45) 91 (50) U = 351.5; Z = −1.438;
p = .151; r = –.18

U = 2908.5; Z = −2.132;
p = .033; r = –.14

U = 2146.5; Z =
–0.100; p = .920;
r = –.01

Barthel Index
admissiona 11 (10) 11 (7) 14 (9) U = 482.0; Z = –0.318;

p = .751; r = –.04
U = 3388.0; Z = −1.778;
p = .075; r = –.12

U = 1682.5; Z = −1.673;
p = .094; r = –.12

first weeka 13 (9) 12 (8) 17 (8) U = 662.5; Z = –0.354;
p = .724; r = –.04

U = 3966.0; Z = −2.576;
p = .010*; r = –.16

U = 2140.5; Z = −2.798;
p = .005*; r = –.18

dischargea 20 (2) 20 (2) 20 (0) U = 550.0; Z = –0.177;
p = .859; r = –.02

U = 3864.5; Z = −2.809;
p = .005*; r = –.18

U = 2041.0; Z = −2.677;
p = .007*; r = –.17

USER Mobility
first weeka 12 (19) 10 (11) 17 (18) U = 693.0; Z = –0.181;

p = .856; r = –.02
U = 4163.0; Z = −2.293;
p = .022*; r = –.14

U = 2235.0; Z = −2.477;
p = .013*; r = –.16

dischargea 29 (16) 26 (16) 31 (9) U = 551.0; Z = –0.143;
p = .886; r = –.02

U = 3869.5; Z = −1.809;
p = .071; r = –.11

U = 2045.5; Z = −1.741;
p = .082; r = –.11

USER Self-care
first weeka 18 (13) 18 (12) 24 (14) U = 681.5; Z = –0.153;

p = .879; r = –.02
U = 3906.0; Z = −2.717;
p = .007*; r = –.17

U = 2315.5; Z = −2.315;
p = .021*; r = –.15

dischargea 28 (9) 32 (9) 35 (4) U = 506.5; Z = –0.698;
p = .485; r = –.08

U = 3269.5; Z = −3.651;
p < .001*; r = –.23

U = 2028.0; Z = −2.166;
p = .030; r = –.14

Balance eyes openb

CoP
anteroposterior

−0.64 (2.05) 0.37 (4.58) 0.37 (1.64) U = 25.0; Z = −1.228;
p = .219; r = –.28

U = 231.0; Z = −1.597;
p = .110; r = –.20

U = 142.0; Z = –0.212;
p = .832; r = –.03

CoP mediolateral 0.64 (3.55) −2.62 (6.66) 0.10 (3.88) U = 22.0; Z = −1.491;
p = .136; r = –.34

U = 321.0; Z = –0.068;
p = .946; r = –.01

U = 93.0; Z = −1.510;
p = .131; r = –.20

CoP mediolateral
absolute

1.61 (1.93) 2.69 (2.06) 2.09 (2.63) U = 17.0; Z = −1.930;
p = .054; r = –.44

U = 308.0;
Z = –0.289; p = .773;
r = –.04

U = 96.0; Z = −1.430;
p = .153; r = –.19

Sway
anteroposterior

0.009 (0.009) 0.002 (0.010) 0.005 (0.011) U = 22.0; Z = −1.491;
p = .136; r = –.34

U = 259.0; Z = −1.121;
p = .262; r = –.14

U = 93.0; Z = −1.510;
p = .131; r = –.20

Sway mediolateral 0.009 (0.028) 0.002 (0.021) 0.006 (0.009) U = 20.0; Z = −1.666;
p = .096; r = –.38

U = 213.0; Z = −1.902;
p = .057; r = –.24

U = 117.0;
Z = –0.874; p = .382;
r = –.12

Balance eyes closedb

CoP
anteroposterior

−0.21 (1.94) 0.41 (4.40) 0.41 (1.73) U = 29.0; Z = –0.877;
p = .380; r = –.20

U = 251.0; Z = −1.257;
p = .209; r = –.16

U = 134.0;
Z = –0.424; p = .672;
r = –.06

CoP mediolateral 0.49 (3.44) −2.75 (6.69) −0.03 (3.90) U = 24.0; Z = −1.316;
p = .188; r = –.30

U = 323.0;
Z = –0.034; p = .973;
r = .00

U = 96.0; Z = −1.430;
p = .153; r = –.19

CoP mediolateral
absolute

1.71 (1.62) 2.75 (2.33) 2.06 (2.57) U = 15.0; Z = −2.105;
p = .035*; r = –.48

U = 318.0;
Z = –0.119; p = .905;
r = –.01

U = 94.0; Z = −1.483;
p = .138; r = –.20

Sway
anteroposterior

0.006 (0.011) 0.005 (0.011) 0.005 (0.006) U = 28.0;
Z = –0.965; p = .335;
r = –.22

U = 248.0; Z = −1.308;
p = .191; r = –.16

U = 132.0;
Z = –0.477; p = .633;
r = –.06

Sway mediolateral 0.006 (0.010) 0.005 (0.015) 0.006 (0.013) U = 30.0;
Z = –0.789; p = .430;
r = –.18

U = 294.0;
Z = –0.527; p = .599;
r = –.07

U = 127.0;
Z = –0.609; p = .542;
r = –.08

Note. CoP = center of pressure; IQR = interquartile range; USER = Utrecht Scale for Evaluation of Rehabilitation; USN = unilateral spatial neglect.
aGroup size ranges: left USN = 39–49, right USN = 23–29, no USN = 186–217. bGroup sizes: left USN = 13, right USN = 6, no USN = 50.
*Statistically significant with alpha = .05 (a Bonferroni correction was used for comparisons with the no USN group, alpha = .025).
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Figure 3. Boxplots with the absolute balance center of pressure (CoP) mediolateral value for (a) eyes open and (b) eyes closed, for
the no, left, and right unilateral spatial neglect (USN) groups.

Figure 4. Boxplots of the Utrecht Scale for Evaluation of Rehabilitation (USER) Mobility scale (a) in the first week and (b) at
discharge, and boxplots of the USER Self-Care (c) in the first week and (d) at discharge, for the no, left, and right unilateral spatial
neglect (USN) groups.

Table 6. Lesion characteristics.

Measure Left USN
Right
USN No USN Left vs. right USN Left vs. no USN Right vs. no USN

Retrieved from medical charta

Lesion side, % p < .001* χ2(2, N = 304) = 16.90;
p < .001*, V = 0.24

χ2(2, N = 282) = 2.30;
p = .317, V = 0.09

Left 17.0 61.3 47.0
Right 77.4 35.5 47.4
Bilateral 5.7 3.2 5.6

Lesion focality, % p = .799 p = .269 p = .092
Focal 75.6 70.0 85.1
Diffuse 17.1 25.0 9.4
Bilateral 7.3 5.0 5.5

Retrieved from CT or MRI scanb

Lesion volume in ml, median
(IQR)

95 (218) 85 (182) 30 (82) U = 63.0; Z = −1.107;
p = .268; r = –.21

U = 239.0; Z = −3.379;
p = .001*; r = –.40

U = 190.0; Z = –0.969;
p = .332; r = –.12

Note. USN = unilateral spatial neglect; MRI = magnetic resonance imaging; CT = computed tomography.
aGroup size ranges: left USN = 41–53, right USN = 20–31, no USN = 181–251. bGroup sizes: left USN = 19, right USN = 9, no USN = 53.
*Statistically significant with alpha = .05 (a Bonferroni correction was used for comparisons with the no USN group, alpha = .025).
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showed ipsilesional USN. Lesion focality did not differ
between patients with left, right, and no USN.

Figures 5(a)–5(c) show the overlay plots of patients
with no USN (N = 53), left USN (N = 19), and right
USN (N = 9), and Figures 5(d)–5(e) show the quali-
tative lesion subtraction plots of patients with and
without USN. Left USN was predominantly associated
with lesions in the postcentral gyrus, supramarginal
gyrus, angular gyrus, parietal operculum cortex, cen-
tral operculum cortex, insula, Heschl’s gyrus, and

frontal operculum cortex of the right cerebral hemi-
sphere. In contrast, regions that were more frequently
lesioned in patients with right USN were not clearly
lateralized and included left- and right-hemispheric
temporo-parietal regions. Lesion volume did not differ
between patients with left and right USN. Patients
with left USN had significantly higher lesion volume
than patients with no USN, whereas patients with
right and no USN did not differ regarding lesion
volume.

Figure 5. Lesion overlay plots and subtraction plots. Damaged voxels are depicted for patients with (a) no unilateral spatial neglect
(USN; N = 53), (b) left USN (N = 19), and (c) right USN (N = 9). The colored bar indicates the number of patients with a lesion for
each voxel. The final two panels show subtraction plots of no USN patients versus patients with (d) left USN, and (e) right USN.
Voxels in the lesion subtraction plot that are more often damaged in the USN group than in the no USN group are shown on a scale
ranging from pink (1% absolute difference in lesion frequency) to red (>50% absolute difference). Results are projected on the
Montreal Neurological Institute (MNI) 1-mm template (z coordinates: −30, −15, 0, 15, 30, 45, 60). The right hemisphere is depicted
on the right.
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3. Discussion

In this study, data were collected in cognitive and
physical domains for a large cohort of stroke patients.
The primary aim was to investigate distinctions and
similarities between patients with left and right USN
regarding frequency, severity, region specificity (i.e.,
peripersonal, extrapersonal), general cognition, physi-
cal functioning, and physical independence. The sec-
ondary aim was to compare lesion characteristics
between patients with left versus right USN. This
study is one of the first to provide an extensive over-
view of different outcomes in multiple domains.

To be able to adequately pinpoint and thus interpret
the current results and its impact, it is important to
note that the sample of stroke patients were admitted
to inpatient rehabilitation, in the subacute phase post
stroke onset. In the Netherlands, this patient popula-
tion is general relatively young and moderately
impaired. As a direct result, the current results might
not generalize to an older and/or more severely
impaired population. However, the current results are
still of major importance for diagnostics and treatment
in the subacute phase post stroke, as treatment in this
phase is most intensive.

3.1. Frequency, severity, and region-specific USN

Overall, left, right, and no USN patients were com-
parable regarding age, sex, handedness, time post
stroke onset, stroke etiology, and stroke history. Of
the total sample of 335 patients, 86 patients showed
USN. Of the USN patients, 63.09% showed left-sided
and 36.90% showed right-sided USN. This ratio is in
line with other studies who included patients in the
subacute phase after stroke; left USN is more fre-
quent than right USN after 3 months post stroke
onset (Stone et al., 1991; Wee & Hopman, 2008).
Overall percentages of USN (15.82% left USN and
9.25% right USN) were somewhat lower than those
in other studies (Ringman et al., 2004; Stone,
Halligan, & Greenwood, 1993; Wee & Hopman,
2008). This might be the result of the number of
tests that were used to assess USN.

Although USN is commonly known as a contrale-
sional symptom, the current results confirm previous
studies (Kim et al., 1999; Kwon & Heilman, 1991)
that ipsilateral neglect also exists, with a prevalence
of 17% to 35.5% for left and right USN, respectively.
While previous studies have detected ipsilateral
neglect with the line bisection task, the current
study shows that the object cancellation task is also
sensitive to detect this symptom. It has been

hypothesized that ipsilateral USN particularly results
from fronto-subcortical brain damage (Kim et al.,
1999).

With respect to the severity of the lateralized atten-
tional deficit, as measured with the shape cancellation
and line bisection task, the magnitude of lateralized
inattention was larger in patients with left USN (i.e.,
more omissions, a larger asymmetry of omissions, and
a larger deviation on the line bisection) than in patients
with right USN. Contrary, left, and right USN had a
comparable negative impact on behavior of USN (i.e.,
comparable scores on the CBS). When compared to
patients without USN, left USN—but not right USN—
appeared to have a larger negative impact on behavior
of USN in ADL.

Last, with respect to region specificity, left peripersonal
and extrapersonal USN occurred as frequently as right
peripersonal and extrapersonal USN. However, USN for
both peripersonal and extrapersonal regions of space was
more frequent in patients with left than in those with right
USN. This could relate to the specific brain areas that were
damaged. Possibly, lesions were larger in patients with left
USN, resulting in both peripersonal and extrapersonal
USN and a larger deficit in lateralized attention. Several
overlapping brain structures (i.e., the middle temporal and
frontal cortex as well as the anterior cingulate cortex) are
possibly involved in both peripersonal as extrapersonal
USN (Aimola, Schindler, Simone, & Venneri, 2012). In
prior research, lesion size and the severity of the deficit in
lateralized attention correlated (Leibovitch et al., 1998).

In the current study, 3.52% of patients (N = 15) were
excluded due to problems with understanding task
instructions. Excluding patients with (mild) difficulties
in understanding task instructions might lead to under-
detection of especially right USN (i.e., left-hemisphere
lesions; Bowen, McKenna, & Tallis, 1999; Suchan et al.,
2012; Wee & Hopman, 2008). However, in several stu-
dies the assessment of USN was feasible in patients with
aphasia (Chen, Chen, et al., 2015; Wee & Hopman,
2008), and those studies reported that the occurrence
of left USN was still higher than that of right USN. In
addition, Ringman et al. (2004) corrected for the possi-
bility of a selection bias, by considering patients with
left-hemisphere damage with severe aphasia as USN
patients. Even with this strict correction, the differences
between hemispheres with regard to incidence and
severity remained in their study.

3.2. Cognitive measures

General cognitive status, as measured with the MMSE,
was found to be marginally lower in patients with right
USN than in those with no USN. One explanation
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might be that language is a key component in the
MMSE. In our sample, patients with severe language
deficits (especially understanding) were excluded from
the neglect screening, yet left-hemisphere damage
might also result in very subtle language deficits that
are likely to be picked up with the MMSE. Overall,
MMSE scores were fairly high in our sample, and no
difference was seen between patients with left and right
USN, and left and no USN. Both findings are in line
with those of another comparable study (Nijboer, Van
de Port, et al., 2013).

Search efficiency was found to be poorer in patients
with left USN than in those with right and no USN,
which suggests that patients with left USN might have
poorer visual overview or spatial working memory (see
also Ten Brink, Van der Stigchel, et al., 2016). As the
right hemisphere has been suggested to be dominant
for visuospatial processing and representation (Pisella
et al., 2011), spatial working memory problems (which
are a subcomponent of USN) presumably result more
often following right-hemisphere damage.

3.3. Physical functioning and physical
independence

No differences in motor impairment of the arm and leg
were found between patients with left, right, and no
USN, which is in contrast with prior studies (Meyer
et al., 2016; Nijboer, Kollen, et al., 2014). In, for exam-
ple, the study by Nijboer et al. (2014), a hampering
effect of USN on motor functioning and motor recov-
ery was described. However, in the Nijboer et al. study
(2014), only patients with motor impairment in the
first week post stroke onset were included, and recov-
ery trajectories were calculated for the first year post
stroke. In the current study, only a very limited time-
window was tested in a different class of patients
(namely, patients relatively young and fit enough for
inpatient rehabilitation), which might explain the
apparent difference in impact of USN on motor
impairment.

Patients with left and right USN did not differ from
each other regarding Barthel Index at admission, nor
mobility and self-care in the first week and at dis-
charge. However, in the first week, patients with USN
had lower mobility and self-care scores than patients
without USN. At discharge, patients with left USN had
lower self-care scores than patients without USN. This
is in line with prior studies, showing that USN is
negatively associated with performance in other
domains (Wee & Hopman, 2008).

With respect to sitting balance with eyes closed,
right USN patients showed a larger absolute deviation

from left to right than left USN patients. This effect was
not seen in the eyes-open situation. This implies that
patients with left and right USN differ in other sensory
modalities beside visual information, at least in the
current sample. Figure 5 shows that right USN patients
are proportionally more often subject to lesions in the
cerebellum. As the cerebellum plays a major role in
maintaining balance and posture, this may explain the
difference found in the current study. There was no
difference with respect to the direction of this devia-
tion. Regarding the other balance outcomes, left and
right USN patients showed comparable deviations from
front to back, as well as comparable postural sway.
Additionally, no differences were found between either
USN group and the non-USN group. Due to task
demands (i.e., being able to sit unaided for 30 s),
patients with severe balance problems were excluded.

3.4. Lesion characteristics

A lateralization of right-hemisphere damage in patients
with left USN was seen (77.4% right brain damage).
However, no clear lateralization regarding lesion loca-
tion was seen in patients with right USN: Only 61.3%
of patients had left brain damage. Lesion focality did
not differ between patients with left, right, and
no USN.

Our lesion subtraction analyses demonstrated that
left USN was associated with right-hemispheric tem-
poro-parietal and frontal lesions, predominantly invol-
ving the postcentral gyrus, supramarginal gyrus,
angular gyrus, parietal operculum cortex, central oper-
culum cortex, insula, Heschl’s gyrus, and frontal oper-
culum cortex of the right cerebral hemisphere, which is
in line with earlier findings (Danckert & Ferber, 2006;
Karnath, Berger, Küker, & Rorden, 2004). In contrast,
regions that were more frequently lesioned in patients
with right USN were not clearly lateralized and
included left- and right-hemispheric temporo-parietal
regions. This is in line with prior research (Mesulam,
1981). Lesion volume did not differ between patients
with left and right USN. For patients with left USN—
but not for patients with right USN—lesion volume
was larger than that for patients without USN. It is
important to note that these results were based a rela-
tively small sample (9 right and 19 left USN); espe-
cially, potential differences in volumes between no
USN and right USN could have been missed due to
limited statistical power. The modest sample size pre-
cluded the option of voxel-based lesion symptom-map-
ping analyses. Nevertheless, these findings suggest that
the differences found at the behavioral level (mainly
severity of the lateralized attentional deficit and its
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consequences in basic ADL) are not a mere conse-
quence of larger lesions or different focality for left
versus right USN. In a prior study, comparable brain
areas (e.g., posterior cortical lesions) were associated
with both left and right USN (Beis et al., 2004), whereas
in another study right-hemisphere-damaged USN
patients had mostly posterior lesions, and left-hemi-
sphere damaged USN patients had mostly anterior
lesions (Ogden, 1985). Larger numbers of stroke
patients are needed in order to fully unravel neuronal
correlates of left and right USN.

3.5. USN versus lateralized inattention

As already mentioned in the introduction, there is an
ongoing debate about proper terminology for the neu-
ropsychological disorder that is central in our paper:
unilateral spatial neglect. For example, another term
that is also used in science as well as clinical practice
is visuospatial neglect, stressing the sensory modality,
although the visual domain is by no means central to
this disorder. In our view, neglect is a complex and
heterogeneous syndrome. The core cognitive deficit,
however, is lateralized inattention, yet nonlateralized
cognitive deficits have also been associated with the
neglect syndrome, such as impairments in arousal
and more general awareness. In clinical practice (the
magnitude of) lateralized inattention is measured with
a neuropsychological assessment, and patients who fail
such tests are generally diagnosed with neglect. The
same is true for many scientific studies. Consensus on
better use of proper terminology for either the syn-
drome or the specific lateralized inattention would
therefore not only enhance clarity on the specificity of
impairments in patients (both in science and in clinical
practice), but also improve assessment and treatment
of patients.

3.6. Limitations

The retrospective nature is a limitation of the current
study. Data quality was dependent on the consistency
of the individual nurses, physical therapists, and neu-
ropsychologists. For some of the measures (i.e., bal-
ance) the group sizes were small, reducing statistical
power. A limitation of the overlay and subtraction
analyses is that it can only be applied to voxels that
are damaged in a certain amount of patients. As a
consequence, we cannot draw any conclusions regard-
ing regions that were not affected in any of the
patients. In the current study, no data on visual field
deficits, such as hemianopia, were present, and effects
of hemianopia on our outcome measures could not be

evaluated. However, hemianopia would have affected
both groups, as the disorder is not specifically related
to one of the hemispheres. In addition, anosognosia
(i.e., a deficit in self-awareness where the patient seems
unaware of the existence of the deficit) and anosodia-
phoria (i.e., acquired indifference to the presence of the
deficit, specifically paralysis) are two disorders more
commonly observed in patients with right-hemisphere
lesions than in those with left-hemisphere lesions (Pia,
Neppi-Modona, Ricci, & Berti, 2004). Systematic
screening for these disorders was not part of standard
clinical care. It might be that patients with anosognosia
and/or especially anosodiaphoria are less likely to be
admitted to a rehabilitation center for inpatient reha-
bilitation as a certain amount of motivation and endur-
ance is mandatory for keeping up with the intense
schedules and pace, resulting in a underrepresentation
of USN patients with right-hemispheric damage. Due
to the design of this study—a retrospective cohort
study—and the lack of systematic information from
the patient files with respect to these disorders, we
cannot report frequencies of these disorders in our
current samples.

The allocation of the patients in the three groups
was based on a single test that was administered in two
regions of space. No distinction was made between
patients with USN in peripersonal, extrapersonal, or
both regions of space. Furthermore, seven patients
were excluded based on discrepant results between
regions of space. Since consequences of peripersonal
and extrapersonal USN on the level of activities differ
(Nijboer, Ten Brink, Kouwenhoven, & Visser-Meily,
2014; Nijboer, Ten Brink, Van Der Stoep, et al.,
2014), it would have been of great value to separately
analyze these groups. Unfortunately we were unable to
do so due to a lack of statistical power. To prevent
underdetection, one might consider using a test-battery
and composed score of 3 (types of) tests: one tradi-
tional neglect-test (e.g., a cancellation task), one func-
tional test such as the CBS (Azouvi et al., 1996), and
one test that is insensitive to aphasia, like the Albert’s
Test (Suchan et al., 2012). For the current study, this
was not feasible as not enough patients were tested
with three tests for neglect. In addition, other types of
USN, such as personal or motor neglect, were not
thoroughly investigated as no specific measures were
used to determine these types of neglect.

As mentioned above, the current study was performed
in a distinct class of patients—namely, patients relatively
young and fit enough for inpatient rehabilitation.
Therefore, it remains to be seen whether differences
between left and right USN patients exist in the acute
and/or chronic phase post stroke onset and whether
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differences in the timing of recovery of left versus right
USN patients exist.

3.7. Conclusion

Left and right USN are both common after stroke. The
current study shows that left USN is more frequent, and
the deficit in lateralized attention is more severe with
respect to the neuropsychological outcomes and obser-
vations of USN in ADL. Patients with right USN showed
poorer overall cognition than those with no USN,
whereas patients with left USN showed problems with
search organization. Patients with right USN had poorer
balance, while no differences were seen on other motor
functions or physical independence in ADL. Left USN
was associated with lesions in the right hemisphere
predominantly involving temporo-parietal and frontal
regions, whereas no clear lateralization was observed
for right USN.

With respect to several aspects of cognition, physical
functioning, and physical independence, left and right
USN were associated with poorer performance than no
USN. From a clinical perspective, it is good to system-
atically screen for USN, both after right- and after left-
hemisphere damage.
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