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Directional social gaze and symbolic arrow cues both serve as spatial cues, causing seem-
ingly reflexive shifts of an observer’s attention. However, the underlying neural substrates
remain a point at issue. The present study specifically addressed the differences in the
activation patterns associated with non-predictive gaze and arrow cues, placing special
emphasis on brain regions known to be involved in the processing of social information
[superior temporal sulcus (STS), fusiform gyrus (FFG)]. Additionally, the functional con-
nectivity of these brain regions with other areas involved in gaze processing and spatial
attention was investigated. Results indicate that gaze and arrow cues recruit several brain
regions differently, with gaze cues increasing activation in occipito-temporal regions and
arrow cues increasing activation in occipito-parietal regions. Specifically, gaze cues in con-
trast to arrow cues enhanced activation in the FFG and the STS. Functional connectivity
analysis revealed that during gaze cueing the STS was more strongly connected to the
intraparietal sulcus (IPS) and the frontal eye fields, whereas the FFG was more strongly
connected to the IPS and the amygdala.
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attention, spatial orienting

INTRODUCTION
It has been widely acknowledged that eye gaze serves as a cue
for spatial attention, inducing seemingly reflexive shifts of an
observers’ attentional focus (Friesen and Kingstone, 1998; Dri-
ver et al., 1999; Friesen et al., 2004, 2005). These shifts of attention
occur even when the gaze cue is non-predictive of the target and
when the time delay between cue and target is very short (105 ms;
Friesen and Kingstone, 1998).

It was assumed that this is due to the special status of eye gaze
as a stimulus of social and biological relevance (Friesen and King-
stone, 1998). In contrast to earlier research (Jonides, 1981), recent
work has also shown reflexive attention shifts for central sym-
bolic stimuli such as arrows (Ristic et al., 2002; Tipples, 2002),
challenging the special role of eye gaze. With few exceptions [e.g.,
Friesen et al. (2004)], eyes and arrows appear to have similar effects
on attention orienting on a behavioral level (Ristic et al., 2002),
showing the“same time course, same magnitude, and same gender
difference”(Bayliss et al., 2005, 646 p). Nevertheless, only gaze cues
have been shown to modulate the affective response to cued objects
(although both cue types were able to induce similar cueing effects;
Bayliss et al., 2006) and to influence memory performance (Dodd
et al., 2012). Since the behavioral results of social gaze and symbolic
arrow cueing appear mostly identical, considerable effort has been
made to define the underlying neural systems and to determine if
eye gaze cues are processed by gaze-specific mechanisms.

Some of these studies found that gaze and arrow cues activated
mostly overlapping brain regions. Tipper et al. (2008) utilized
an ambiguous stimulus that could be perceived as an eye or

as an arrowhead. In their study, participants had to switch the
perception of the cue according to the instruction. The results
demonstrated similar BOLD-responses for both cue types, though
the gaze cue recruited ventral frontal and lateral occipital regions
more strongly than the arrow cue. Another study found that the
same brain regions were recruited in the processing of eyes, hands,
and arrows (Sato et al., 2009). Prior to the main experiment of the
study, it was shown that all three stimulus types induced reflex-
ive shifts of attention toward a target stimulus, and thus, serve as
a spatial cue. In the following experiment, the participants had
to passively view directional and non-directional eyes, hands, and
arrows while engaging in a dummy task. A cognitive conjunc-
tion analysis showed that on the right hemisphere the superior
temporal sulcus (STS), the inferior parietal lobule, the inferior
frontal gyrus, and the occipital cortices were commonly activated
across stimulus types. Differences in neural activity between the
three stimulus types were detected in response to directional ver-
sus non-directional eyes (amygdala) and arrows (right posterior
temporal cortices and the left superior parietal lobule), but were
less clear, probably because of the task-type, which required the
participants to passively watch the stimuli (Sato et al., 2009).

In contrast to these studies, others have found that gaze and
arrow cues are processed by different brain regions. Hietanen
et al. (2006) compared attention orienting elicited by centrally
presented schematic eyes and arrows. They contrasted directional
(averted gaze, laterally pointing arrows) with non-directional
(direct gaze, segment of a line) cues. The behavioral results
showed a similar cueing effect for gaze and arrow cues, whereas
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the imaging results revealed overlapping networks in posterior
occipito-temporal regions that were activated to a wider extent by
arrow cues, and also several areas that uniquely reacted to arrows
(Hietanen et al., 2006). Another study (Kingstone et al., 2004)
showed that the STS responded specifically if participants saw an
ambiguous stimulus as a pair of eyes instead of a car, even though
the behavioral responses to both percepts were similar.

The STS has been linked to the processing of several types
of biological motion, including eye movements (Allison et al.,
2000), as well as theory of mind, i.e., inferring the intentions of
others by social cues (Gallagher and Frith, 2003). STS seems to
react specifically to eye motion that provides socially meaningful
information (Hooker et al., 2003; Materna et al., 2008). Studies
suggest that it might be sensitive to the context in which gaze
shifts occur (Pelphrey et al., 2003), as well as to the intentions
conveyed by directional eye movements (Mosconi et al., 2005).
Most interestingly, it has been demonstrated that the STS reacts
stronger to gaze shifts than to directional arrow cues (Hooker et al.,
2003). The STS has also been found to be involved in theory of
mind, speech processing, audiovisual integration, and face pro-
cessing (Hein and Knight, 2008). It is a matter of some debate
whether the multifunctionality of the STS region is based on strict
topographical subdivision within this area or rather on dynamic
formation of distributed functional networks, dependent on coac-
tivated remote regions subserving a certain behavioral task (cf.
Hein and Knight, 2008; Frühholz and Grandjean, 2013). The lat-
ter idea is supported by considerable topographical overlap with
respect to distinct functions within the STS. It can be addressed
by investigating the functional or effective connectivity of the STS
with other brain regions.

In addition to the STS, there are several other brain regions
that have been linked to the processing of gaze cues. An area that
has been associated primarily to the processing of faces (Haxby
et al., 2002), especially to the processing of invariant facial features
such as face identity (Hoffman and Haxby, 2000), is the fusiform
gyrus (FFG). However, there is evidence that this region is also
involved in gaze processing (George et al., 2001; Pelphrey et al.,
2003; Mosconi et al., 2005; Nummenmaa and Calder, 2009; Num-
menmaa et al., 2010). In addition, it has been shown that the
connectivity of STS and FFG changes in response to averted gaze
or gaze shifts (George et al., 2001; Nummenmaa et al., 2010). The
amygdala is supposed to be part of a wider network for face per-
ception, together with the STS and the FFG (Haxby et al., 2000).
It has also been linked to gaze processing (Wicker et al., 1998;
Kawashima et al., 1999; Nummenmaa and Calder, 2009) and might
be important for gaze monitoring in situations in which direct
gaze is expected (Hooker et al., 2003). Amygdala lesion leads to
impaired attention orienting in response to gaze, but not arrow
cues (Akiyama et al., 2007). The frontal eye fields (FEFs) and
the intraparietal sulcus (IPS) have established roles as parts of
the dorsal attention system (Corbetta and Shulman, 2002) and
might be involved in voluntary attentional control (Kincade et al.,
2005). Like the amygdala, the IPS, and possibly also the FEF, are
part of an extended network for face perception (Haxby et al.,
2000). However, the IPS has been found to be more strongly acti-
vated when subjects selectively focus their attention on the gaze
aspect of a stimulus face than when focusing on the face identity

(Hoffman and Haxby, 2000). The FEF has been described to be
involved in motor control and generating saccades (McDowell
et al., 2008; Schall, 2009). It is supposed to receive input from vari-
ous extrastriate areas and in turn exert top-down control on these
areas (Schall, 2009). Nummenmaa et al. (2010) demonstrated that
FEF and IPS show increased connectivity with the posterior STS
when watching gaze shifts in contrast to opening/closing eyes.
Moreover, it has been shown that direct gaze resulted in increased
connectivity between FFG and amygdala, whereas averted gaze
increased connectivity between FFG and IPS (George et al., 2001).

Overall, it is still in question if gaze and arrow cues are processed
by different (Kingstone et al., 2004; Hietanen et al., 2006) or similar
(Tipper et al., 2008; Sato et al., 2009) brain regions. Areas that have
been associated with the processing of gaze cues are, among others,
the STS, the FFG, the amygdala, the IPS, and the FEF. Watching a
person shift his/her gaze might influence the functional connec-
tivity between these areas (George et al., 2001; Nummenmaa et al.,
2010).

Hence, the main aim of the present study was to further charac-
terize the neural processing of social gaze and symbolic arrow cues,
with emphasis on regions involved in the processing of meaning-
ful social information (STS, FFG) and their connections to other
brain regions (amygdala, IPS, FEF). In contrast to Sato et al. (2009)
who described the commonalities underlying gaze and arrow cue-
ing, this study particularly addressed the question whether there
are differences in the activation patterns associated with gaze and
arrow cues. Functional magnetic imaging (fMRI) was used to
investigate a Posner-like cuing experiment (Posner, 1980) with
averted gaze and laterally pointing line-arrow-configurations for
direct comparison of both cue types (gaze > arrow, arrow > gaze).
STS and FFG were a priori selected for region of interest (ROI)
analyses. Hence, STS and FFG should be more strongly activated
for gaze than for arrow cues. For a description of the networks
underlying gaze and arrow cueing, a seed voxel connectivity analy-
sis was conducted. Voxels from the STS and the FFG were set as
seed regions. For the comparison of gaze and arrow cues, these
regions were expected to show enhanced connectivity with other
regions involved in gaze processing and spatial attention (FEF, IPS,
and amygdala). To our knowledge, there is only one study that
investigated connectivity during a gaze cueing task (Callejas et al.,
2014). Whereas most studies used an intermediate stimulus-onset-
asynchrony (SOA; for example, 300 ms), which has been shown to
reliably elicit gaze cueing effects, the present study was conducted
using two different SOA (100 and 800 ms) to counteract habitua-
tion effects. As it was expected that the two SOA impose differing
demands on cue processing, behavioral and imaging results are
reported separately for 100 and 800 ms SOA. Furthermore, in con-
trast to previous studies an event-related design and naturalistic
gaze cues were used. It has been suggested that using line drawing
faces might delay electrophysiological components in ventral and
lateral regions and thus delay face processing (McCarthy et al.,
1999).

MATERIALS AND METHODS
ETHICS STATEMENT
The study was approved by the Institutional Review Board of the
University of Giessen and participants provided informed consent
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before participating in the study. The declaration of Helsinki was
conformed.

PARTICIPANTS
Thirty-one volunteers (15 females, mean age: 25 years, range: 20–
32 years, SD: 3.6; 16 males, mean age: 25 years, range: 21–32 years,
SD: 3.1) participated in the study. Twenty-nine participants were
right-handed and all participants had normal or corrected-to-
normal vision. Individuals with a history of neurological or psychi-
atric disease were excluded. Three participants had to be excluded
because of technical problems. All participants gave their informed
written consent to participate in the study.

APPARATUS
Functional magnetic imaging-data was collected using a Siemens
Verio 3 Tesla MRT. T2*-weighted echo planar imaging was con-
ducted [TR= 2800 ms, TE= 30 ms, 90° flip angle, 192 mm FOV,
64× 64 matrix, 4.0 mm slice thickness, 30 slices (descending),
1 mm gap]. The experiment was controlled with Presentation
computer program (Neurobehavioral Systems, Inc.,). The pro-
gram was synchronized to the pulses of the MRI-Scanner so that
the second pulse started stimulus presentation. Stimuli were pre-
sented on a 24′′ screen mounted near the tube opening of the
MRT. The participants watched the screen through the reflection
in an angled mirror on top of the head coil (viewing distance was
236 cm).

EXPERIMENTAL STIMULUS DISPLAYS
The gaze stimuli were gray-scale full-face photographs of one man
and one woman, displaying neutral expressions. In these face dis-
plays gaze was averted for 30° to the right or to the left. The
arrow cue depicted a geometric figure consisting of four hori-
zontal lines and two arrows, both pointing either left or right.
This stimulus was made to cover the same area as the gaze stim-
uli and, thus, keep the demands on visual analysis comparable.
The visual angle subtended by the six cue stimuli was 2.8° hori-
zontally and 4.8° vertically. The target stimulus depicted a small
wheel-like circle. It appeared either right or left of the cue stimulus,
subtending 0.3° horizontally. The distance between cue and target
subtended 1° horizontally. The fixation cross and the target were
black drawings. All stimuli were presented on a white background
(Figure 1).

FIGURE 1 | Cue and target example stimuli [1 = arrow cue, 2 = gaze cue
(female), 3 = gaze cue (male), 4 = target].

PROCEDURE
In the course of the experiment, each participant performed 400
trials (320 experimental trials and 80 catch trials). The trials were
organized in four sections, each containing 100 trials. Sections
were separated by three rest periods lasting for 30 s. One section
was divided into 5 blocks of 20 trials each (16 experimental and
4 catch trials). The 16 experimental trials contained 2 trials of
each combination of the experimental factors: cue type (gaze and
arrow), SOA (100 and 800 ms), and congruency (congruent and
incongruent). In these trials, the target appeared with the same
frequency on the left and on the right side of the cue. Trials in
which the target appeared on the cued side were termed congru-
ent trials. When the target appeared on the uncued side the trial
was termed to be incongruent. In catch trials no target appeared.

At the start of each trial, a fixation cross appeared on the screen
for 1000 ms. Afterwards the cue stimulus appeared. Participants
were presented with the gaze cue that matched their own gender.
Following an interval of 100 or 800 ms (SOA), the cue was suc-
ceeded by the target. Both stimuli (cue and target) remained on
the screen until the response of the participant but not longer than
1.5 s. In order to provide the same amount of time for the acquisi-
tion of fMRI-images for both SOA, each trial was extended by the
time difference between the maximum trial length (3.3 s) and the
time that passed between trial start and response. Catch trials were
also extended to reach the maximum length of 3.3 s. Trials were
followed by an inter-trial interval (ITI), which varied between 0
and 3000 ms. After each rest period, participants were presented
with a short instruction, which lasted for 15 s.

Prior to the experiment participants were given a standardized
instruction that introduced them to the task. Furthermore, they
were provided with a practice version of the original task on a
laptop computer. They received sufficient time to practice the task
and the handling of the button device. It was emphasized that they
should respond to the targets as fast and exact as possible by press-
ing a button on the button device with the index finger of their
dominant hand. They were informed that the direction of the cue
was not predictive of the target position. Prior to the beginning
of the experiment a field map was recorded. Following the func-
tional images T1-weighted anatomical images were acquired. The
experiment lasted for about 34 min. The whole scanning session
took about 1.5 h.

fMRI-DATA
Whole-brain and region of interest analyses
Functional magnetic imaging-data was analyzed using SPM8
(Statistical Parametric Mapping, Wellcome Department of Imag-
ing Neuroscience, London, 2009). The first three volumes
were discarded to allow for magnetic saturation effects. The
acquired images were corrected for differences in acquisition time
(TA= 2.7067, reference slice= 15) and subject movement (twice
the voxel size at maximum). Distortions caused by magnetic field
inhomogeneity were corrected using the field map recorded prior
to the experiment. To compensate for the individual variability in
brain size and form the functional images were coregistered to each
participant’s anatomical image (using normalized mutual infor-
mation function) and fitted to the Montreal Neurological Institute
(MNI; Lancaster et al., 2007) reference brain. Voxel size of the
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rewritten images was 3 mm× 3 mm× 3 mm. Finally, functional
images were smoothed with a 9 mm FWHM Gaussian Kernel.

Statistical analysis was performed using the general linear
model (GLM). Eleven regressors, modeling each combination of
experimental variables (eight regressors), the catch trials (two
regressors), and the rest period were included in the model. The
six movement parameters obtained by the realignment procedure
were entered as covariates. The onsets were time-locked to the cue
onset. Regressors were convolved with the hemodynamic response
function (HRF). Analysis generated statistical parametric maps,
in which statistical parameters for each voxel were calculated. To
identify brain regions that were activated more strongly by gaze
or arrow cues, differential contrasts (gaze > arrow, arrow > gaze)
were conducted. This was done separately for 100 and 800 ms
SOA. A FWE-corrected alpha-level of 0.05 was chosen. Since at
cue onset no information about target congruency was available
to the participants and because this study focused on the differen-
tial effects of gaze and arrow cues, valid and invalid cues were not
compared. To determine if the FFG and the STS were activated by
gaze in contrast to arrow cues, ROI analyses for these regions using
the small-volume-correction in SPM 8 (FWE-corrected, p < 0.05)
were conducted. Again, this was done for 100 and 800 ms SOA
separately. The mask for the FFG was taken from the SPM tool-
box AAL (automated anatomical labeling; Tzourio-Mazoyer et al.,
2002), implemented in the Wake Forest University (WFU) Pickat-
las that provides a method for generating ROI masks based on the
Talairach Daemon database (Lancaster et al., 1997, 2000; Maldjian
et al., 2003, 2004). The STS mask was taken from Bischoff et al.
(2007).

Analysis of “functional connectivity”
To analyze functional connectivity networks during gaze cueing,
a seed region correlation approach was conducted [Alexander
et al., 2012; Esslinger et al., 2009; He et al., 2007 in Supplemen-
tary Data; Klucken et al., 2012; Li et al., 2009; Meyer-Lindenberg,
2009; Toepper et al., 2014]. Connectivity is computed by extract-
ing a reference time series from a chosen seed voxel and voxel-wise
correlation of this time series with time series from all other vox-
els in the brain. The seed regions for this study (STS and FFG)
were a priori selected, on the basis of previously published studies
indicating their involvement in the processing of social informa-
tion (see Introduction). The seed voxels were the 10 most highly
activated voxels within a sphere of 10 mm radius around the peak
voxel of each region identified by the aforementioned ROI analyses
(100 ms SOA, gaze > arrow; 800 ms SOA, gaze > arrow). The seed
voxel time series were high-pass filtered (128 s) and task-related
variance was removed [Meyer-Lindenberg, 2009; He et al., 2007 in
Supplementary Data]. Removal of task-related variance relies on
reasoning that correlation due to task-related variance might only
indicate simple coactivation of two brain structures, actually pro-
voked by the task, however, independent of each other and without
any connections between them. Correlation that survives removal
of task-related variance indicates connectivity between the two
structures because the observed residual covariation is assumed to
be mediated by a brain network that might dynamically be built
up by task demands. Accordingly, the first eigenvariate was calcu-
lated from the time courses. In order to remove spurious variance,

eigenvariates from voxels within a white matter, a cerebrospinal
fluid, and a brain mask were extracted. These noise eigenvariates
were included into a whole-brain multiple regression SPM design
as covariates of no interest, along with movement covariates for
each person separately. The seed region eigenvariates were treated
as covariates of interest. In a second level analysis, ROI analyses
were performed on the connectivity data. Based on literature sug-
gesting their involvement in gaze processing (see Introduction)
the amygdala, the FEF, and the IPS were selected as ROI. The
mask for the amygdala was taken from the AAL atlas (Tzourio-
Mazoyer et al., 2002). Since the FEF has been found to be located
in Brodmann Area 6 (McDowell et al., 2008; Schall, 2009), the
corresponding mask implemented in the WFU Pickatlas was used.
It has to be noted, however, that the mask of Brodmann area 6
extends beyond the FEF regions. The IPS mask was derived from
Bischoff et al. (2007). Results reported in this study are based on
positively correlated connections, not anticorrelated connections
between seed regions and the aforementioned ROI.

RESULTS
BEHAVIORAL DATA
On average, participants made 1% catch trial errors (button press
in absence of target). Reaction time data from correct responses
were collapsed across blocks and anticipations (RT < 100 ms),
retardations (RT > 1500 ms), and omissions were excluded from
the analysis. This accounted for 1.6% of the trials.

Behavioral data were analyzed using the statistical software
package STATISTICA (Version 10, StatSoft). The median response
latencies in each cueing condition were calculated for each par-
ticipant. Median was used because it is more resistant to outliers.
Next, the median response latencies for each cueing condition were
averaged across participants. Results are presented in Figure 2.

To ascertain that both the laterally pointing arrows and
the averted gaze shifted the participant’s attention, the aver-
aged median reaction times were fed into a 2 (cue type: gaze,
arrow)× 2 (congruency: congruent, incongruent)× 2 (SOA: 100,
800) repeated measures ANOVA. The results showed a significant
SOA× cue type× congruency three-way-interaction (F 1,30= 5.0,
p < 0.04). This demonstrates that the effect of congruency on cue
type was different for 100 and 800 ms, as can be seen in Figure 2.
However, the strongest effect was the main effect congruency
(F 1,30= 30.3, p < 0.001), indicating that, overall, congruent cues
resulted in faster reactions as compared to incongruent cues. In
addition, the two-way interaction cue type× congruency was sig-
nificant (F 1,30= 9.9, p < 0.005), showing that the reaction time
benefit from congruent cues is more pronounced for non-social
cues.

In order to describe possible differences between short and long
SOA, we computed, separately for both SOA, two-way repeated
measures ANOVA with factors congruency and cue type. These
analyses revealed that for 100 ms SOA the congruency main effect
(F 1,30= 6.3, p < 0.02) was the only significant effect, whereas for
800 ms SOA the main effect congruency (F 1,30= 21.8, p < 0.001)
was complemented by the significant two-way interaction cue
type× congruency (F 1,30= 20.3, p < 0.001). These findings are
further supported by analysis of simple effects (LSD test), which
revealed that a benefit from congruent cues can statistically be
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FIGURE 2 | Averaged median reaction times (ms) as a function of congruency and cue type in 100 and 800 ms SOA conditions.

confirmed only for arrow cues. It could also be proved that reaction
times for congruent arrow cues at 800 ms SOA were significantly
faster than reactions under any other condition.

FUNCTIONAL MAGNETIC RESONANCE IMAGING
Analysis of fMRI-data was conducted in three steps: (i) BOLD-
responses to gaze and arrow cues (gaze > arrow, arrow > gaze)
were contrasted, (ii) ROI analyses for the FFG and the STS were
conducted, and (iii) the functional connectivity of these regions
was analyzed using a seed region approach.

Whole-brain analyses
Coordinates, t - and p-values of cortical regions responding more
strongly to gaze in contrast to arrow cues and to arrow in con-
trast to gaze cues are listed in Tables 1 and 2. For a graphical
representation of the results see Figure 3.

The gaze > arrow contrast showed significant activation at both
SOA. For the 100 ms SOA areas of activation were located in
temporal–occipital regions. Significant activation was observed
in the superior occipital gyrus and the calcarine region of the
left hemisphere. On the right hemisphere, the cuneus and the
inferior occipital gyrus showed significant activation, as well
as two areas within the posterior part of the middle temporal
gyrus. In addition, the bilateral FFG was significantly activated,
with two areas of activation located in the left FFG and one
area in the right FFG. There was also a small activation in the
cerebellum.

For the 800 ms SOA, the results demonstrate significant acti-
vation in the left superior occipital gyrus and calcarine region, as
well as in the right cuneus and in one area of the middle temporal

gyrus. The FFG was significantly activated as well, exhibiting two
areas of activation in each hemisphere. There was no significant
activation in inferior occipital regions or in the cerebellum.

The arrow > gaze contrast also showed significant activation
at both SOA. For the 100 ms SOA, this activation was limited to
areas within the bilateral posterior middle occipital gyrus. For the
800 ms SOA, additional activation in one area of the middle occip-
ital gyrus, close to the inferior occipital gyrus was found, as well
as in superior occipital and superior parietal regions of the right
hemisphere.

Region of interest analyses
Region of interest analyses revealed significantly higher bilateral
STS activation for gaze in contrast to arrow cues at both SOA
(gaze > arrow; Table 3 top). The ROI analyses also revealed sig-
nificantly higher bilateral FFG activation for gaze in contrast to
arrow cues at both SOA (gaze > arrow; Table 3 bottom).

Functional connectivity
Seed regions for the connectivity analyses were determined by
drawing a sphere of 10 mm radius around the peak voxels iden-
tified by the ROI analyses mentioned above. For the FFG, the
peak voxels were −36/−82/−17 (100 ms SOA) and 39/−49/−20
(800 ms SOA). For the STS, the peak voxels were 57/−46/7 (100 ms
SOA) and 51/−49/10 (800 ms SOA; all coordinates in MNI-space).

Results revealed increased connectivity between FFG and amyg-
dala, as well as between FFG and IPS, during gaze in contrast to
arrow trials at both SOA (Table 4). The higher connectivity found
between FFG and BA6 at 100 ms SOA is most likely not located
in the FEF, but more superior, in the left supplementary motor
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Table 1 | Brain regions showing greater BOLD-response to directional cueing by gaze cues than to directional cueing by arrow cues

(gaze > arrow) at 100 ms and 800 ms SOA, p < 0.05, FWE-corrected.

Anatomical region 100 ms 800 ms

Peak

MNI-coordinates

t p-value

(FWE-corr.)

Peak

MNI-coordinates

t p-value

(FWE-corr.)

x y z x y z

Left SOG −9 −97 4 9.99 0.000 −9 −100 7 11.06 0.000

Right CUN 12 −100 7 9.89 0.000 12 −97 10 12.68 0.000

Left FFG −36 −85 −17 9.77 0.000 −39 −58 −17 9.89 0.000

−39 −55 −20 8.84 0.000 −36 −82 −14 8.72 0.000

Right FFG 39 −46 −20 9.03 0.000 39 −49 −20 11.02 0.000

– – – – – 33 −76 −11 7.61 0.000

Left CAL −6 −94 −5 8.69 0.000 −3 −94 −5 8.16 0.000

Right CER 33 −70 −20 7.08 0.001 – – – – –

Right IOG 42 −79 −11 6.33 0.008 – – – – –

Right MTG 48 −61 16 4.72 0.027 51 −49 10 6.01 0.019

57 −46 7 5.56 0.048 – – – – –

Coordinates reflect positions relative to the MNI atlas (Montreal Neurological Institute, QC, Canada); FWE, family wise error; SOG, superior occipital gyrus; CUN,

cuneus; FFG, fusiform gyrus; CAL, calcarine; CER, cerebellum; IOG, inferior occipital gyrus; MTG, middle temporal gyrus.

Table 2 | Brain regions showing greater BOLD-response to directional cueing by arrow cues than to directional cueing by gaze cues

(arrow > gaze) at 100 ms and 800 ms SOA, p < 0.05, FWE-corrected.

Anatomical region 100 ms 800 ms

Peak

MNI-coordinates

t p-value

(FWE-corr.)

Peak

MNI-coordinates

t p-value

(FWE-corr.)

x y z x y z

Left MOG −33 −85 13 4.83 0.017 −45 −70 −2 7.54 0.001

– – – – – −30 −85 19 6.46 0.007

Right MOG 36 −82 19 4.78 0.021 36 −85 16 5.17 0.004

Right SPG – – – – – 21 −70 55 6.81 0.003

Right SOG – – – – – 27 −67 43 6.39 0.008

Coordinates reflect positions relative to the MNI atlas (Montreal Neurological Institute, QC, Canada). FWE, family wise error; MOG, middle occipital gyrus; SPG,

superior parietal gyrus; SOG, superior occipital gyrus.

area and the right superior frontal gyrus. There was no increase in
connectivity between FFG and BA6 at 800 ms SOA.

The same analyses for the STS demonstrate an increased con-
nectivity between this region and BA6, as well as between the
STS and the IPS, at both SOA (Table 5). The activation in BA6 is
located bilaterally in the precentral gyrus, as well as in the right
middle frontal gyrus. These areas of activation most likely corre-
spond to the human FEF (Schall, 2009). The STS did not show
increased connectivity with the amygdala for gaze in contrast to
arrow cues at either SOA.

DISCUSSION
The main finding of the present study is that differences in
the neural processing of social gaze and symbolic arrow cues
indeed exist. Contrary to studies indicating similar processing
mechanisms for gaze and arrow cues (Tipper et al., 2008; Sato

et al., 2009), it was found that both cue types involved distinct
areas more strongly than the other cue type. Another important
finding is that STS and FFG show a differential coupling to brain
areas implied in voluntary control of attention during gaze cueing.

BEHAVIORAL RESULTS
Behavioral results showed a significant difference in reaction times
between congruent and incongruent arrow cues at both SOA.
These results are in agreement with the finding that arrow cues
induce reflexive shifts of attention to a cued location. There was
no significant difference between congruent and incongruent gaze
cues at either SOA. This is in line with studies showing that gaze
cueing is not a universal effect. A recent study selected partici-
pants for their main fMRI-experiment on the basis of a preceding
behavioral experiment (Callejas et al., 2014). Seven participants
had to be excluded because they did not show a cueing effect for
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gaze cues, seven other participants because they did not show a
cueing effect for arrow cues and one participant because he/she
did not show a cueing effect for either cue type. Some studies
showed that the gaze cueing magnitude can be influenced by
gender (Bayliss et al., 2005), self-reported autistic traits (Bayliss
and Tipper, 2005), or political temperament (Dodd et al., 2011).
In previous studies, it has been demonstrated that gaze cueing
effects can be obtained with 100 ms SOA (100 ms, Quadflieg et al.,
2004; Akiyama et al., 2008; Tipper et al., 2008; 105 ms, Friesen and
Kingstone, 1998; 150 ms, Greene et al., 2009; 195 ms, Ristic et al.,
2002), as well as with 800 ms SOA (700 ms, Driver et al., 1999;
Akiyama et al., 2008; 1005 ms, Ristic et al., 2002; 1900 ms, Calle-
jas et al., 2014). One can only speculate on the reasons for the
missing gaze cueing effect in the present study. Compared to the
only fMRI study, which is close to the present study in regard to
cueing conditions and which demonstrates a significant gaze cue-
ing effect (Engell et al., 2010), the present study used two SOA that

FIGURE 3 | Above threshold activations of brain regions showing
greater BOLD-responses to directional gaze versus directional arrow
cues (red) and to directional arrow versus directional gaze cues (green)
at 100 and 800 ms SOA.

were notably shorter or longer, respectively. In addition, the Engell
et al. sample had a high female ratio whereas in the current study
the gender ratio was balanced. This might also have contributed
to the lacking gaze cueing effect because it is well known that gaze
cueing tends to be more pronounced in females.

DIFFERENCES IN THE NEURAL PROCESSING OF SOCIAL GAZE AND
SYMBOLIC ARROW CUES
Imaging results reveal that the relative contrast gaze > arrow
increased activation in a variety of occipital and temporal areas,
whereas the reverse contrast evoked activation in occipital and
parietal regions. Areas that demonstrated increased activation for
gaze in contrast to arrow cues were found in the left superior occip-
ital gyrus and calcarine region, as well as on the right hemisphere
in the cuneus, the inferior occipital gyrus, the cerebellum, and the
middle temporal gyrus. The FFG showed bilateral activation. The
reverse contrast (arrow > gaze) revealed stronger activation in the
bilateral middle occipital gyrus, the right superior parietal gyrus,
and the right superior occipital gyrus for arrow cues. Even though
gaze and arrow cues have been controlled for visual size, i.e., the
respective visual scans paths have been brought into line, it should
be noted that there are differences in luminance and complex-
ity between both cue types, which could have contributed to the
observed differences in visual brain areas.

This result pattern of differential activation in ventral occipito-
temporal and dorsal occipito-parietal regions by gaze and arrow
cues was also found by Engell et al. (2010). While targeting the
reorienting processes triggered by invalid gaze and arrow cues,
the authors reported that gaze cues, in contrast to arrow cues,
activated extrastriatal visual areas, occipito-temporal regions, as
well as inferior and middle frontal regions. Arrow cues in con-
trast to gaze cues activated the left parietal lobe, the postcentral
gyrus and the precentral sulcus. Therefore, one can conclude that,
despite all commonalities [see, for example, Tipper et al. (2008)
and Sato et al. (2009)], gaze, and arrow cues engage brain regions
differently. Interestingly, the effects of social cueing on cortical
activation emerged despite the lacking gaze cueing effect on the
behavioral level. It can be speculated that gaze cues provide, at
least for some subjects, not only spatial information but also other

Table 3 | Activation differences between gaze and arrow cues (gaze > arrow; ROI analysis, voxel-level, p < 0.05, FWE-corrected for multiple

comparisons).

ROI Laterality 100 ms 800 ms

Peak

MNI-coordinates

t p-value

(FWE-corr.)

Peak

MNI-coordinates

t p-value

(FWE-corr.)

x y z x y z

STS R 57 −46 7 5.56 0.002 51 −49 10 6.01 0.001

L −51 −52 13 4.89 0.009 −51 −52 16 4.87 0.010

FFG L −36 −82 −17 9.48 0.000 −39 −58 −17 8.89 0.000

L −39 −55 −20 8.84 0.000 −36 −82 −14 8.72 0.000

R 39 −46 −20 9.03 0.000 39 −49 −20 11.02 0.000

R 27 −85 −14 4.46 0.026 33 −76 −11 7.61 0.000

FWE, family wise error; STS, superior temporal sulcus; R, right; L, left; FFG, fusiform gyrus. Search volume: 1492 voxels (STS), 957 voxels (FFG).
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Table 4 | Differences between gaze and arrow cues in functional connectivity between fusiform gyrus and ROI regions (gaze > arrow, p < 0.05,

FWE-corrected for multiple comparisons).

ROI Laterality 100 ms 800 ms

Peak MNI-coordinates t p-value

(FWE-corr.)

Peak MNI-coordinates t p-value

(FWE-corr.)

x y z x y z

AMY R – – – – – 33 −1 −17 6.45 0.000

BA6/FEF L −3 2 73 6.59 0.000 – – – – –

R 9 32 61 5.33 0.000 – – – – –

L −3 20 64 4.88 0.018 – – – – –

IPS R 30 −52 31 4.41 0.019 27 −70 31 6.14 0.000

FWE, family wise error; AMY, amygdala; FEF, frontal eye fields; BA6, Brodmann area 6; IPS, intraparietal sulcus; R, right; L, left. search volume: 130 voxels (AMY),

1465 voxels (BA6), 883 voxels (IPS).

Table 5 | Differences between gaze and arrow cues in functional connectivity between superior temporal sulcus and ROI regions (gaze > arrow,

p < 0.05, FWE-corrected for multiple comparisons).

ROI Laterality 100 ms 800 ms

Peak

MNI-coordinates

t p-value

(FWE-corr.)

Peak

MNI-coordinates

t p-value

(FWE-corr.)

x y z x y z

BA6/FEF R 45 2 40 8.65 0.000 45 2 40 10.16 0.000

R 36 2 31 6.15 0.001 33 5 49 6.27 0.000

L −45 −1 28 5.58 0.003 36 2 31 6.16 0.001

R 36 8 49 5.37 0.005 −48 −1 28 4.80 0.023

IPS R 36 −46 34 4.54 0.014 21 −46 34 5.65 0.001

R – – – – – 36 −43 43 4.69 0.010

FWE, family wise error; FEF, frontal eye fields; BA6, Brodmann area 6; IPS, intraparietal sulcus; R, right; L, left. search volume: 1465 voxels (BA6), 883 voxels (IPS).

social information. This might contribute to activation of cortical
social areas, however, possibly prevents processing of the spatial
information as would have been indicated by a significant gaze
cueing effect.

Fusiform gyrus and superior temporal sulcus
The strong bilateral FFG activation found in the main analysis
and the subsequent ROI analysis most likely reflects the enhanced
processing of the face cue. While the FFG has been linked to face
processing (Haxby et al., 2002), it has also been reported to con-
tribute to gaze perception (George et al., 2001; Pelphrey et al., 2003;
Mosconi et al., 2005; Nummenmaa and Calder, 2009; Nummen-
maa et al., 2010). In the present study, it was found that the FFG
was more strongly recruited by directional gaze than by directional
arrow cues. This is in agreement with studies reporting that the
FFG is more responsive to faces than to objects (Kanwisher et al.,
1997; Kanwisher, 2000; Tong et al., 2000) and fits the results from
Hooker et al. (2003). Some other neuroimaging studies found
fusiform activation for gaze cues when subjects were presented
with naturalistic looking face images (Sato et al., 2009; Callejas
et al., 2014). On the contrary, neither Kingstone et al. (2004)
nor Tipper et al. (2008) found a significantly greater response

in the FFG for gaze cues. However, both of these studies used
schematic or ambiguous stimuli as social cues. These cues might
have been too abstract to elicit fusiform response, especially when
considering that both stimuli did not depict faces but eyes only.

Another important face processing area is the STS, which
showed increased activation for the gaze > arrow contrast in the
ROI analyses. This finding is in line with results from Hooker et al.
(2003) and Kingstone et al. (2004). It has been proposed that the
STS is not only involved in the processing of directional eye gaze
but also more generally in the processing of biologically signifi-
cant cues (Hooker et al., 2003; Materna et al., 2008). Moreover,
the STS might be susceptible to intentions conveyed by eye gaze
(Mosconi et al., 2005). Therefore, increased STS activation might
reflect the greater social significance of the gaze cue in contrast
to the non-social arrow cue. Some of the neuroimaging studies
that investigated gaze and arrow cueing did not find greater acti-
vation in superior temporal regions for gaze cues (Hietanen et al.,
2006; Sato et al., 2009). Thus, it is important to notice that design
and data-analysis of these studies were quite different from the
approach of the present study. By directly comparing directional
gaze and arrow cues, the present study avoided the use of any
type of direct or “neutral” cue. Remarkably, Engell et al. (2010)
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demonstrated that direct gaze cues might not be useful baseline
cues. However, when contrasting non-directional gaze and arrow
cues, Hietanen et al. (2006) did obtain STS activation.

Other foci of activation
In the present study, occipito-temporal regions were mainly
recruited by gaze cues, whereas arrow cues recruited occipito-
parietal areas. Notably, due to the relative contrasts (gaze > arrow,
arrow > gaze) assumptions about overlapping activations cannot
be made. Occipital or occipito-temporal activation in response to
gaze cues has been found consistently across studies (Hietanen
et al., 2006; Tipper et al., 2008; Greene et al., 2009; Sato et al., 2009;
Engell et al., 2010; Callejas et al., 2014).

In contrast to gaze cues, arrow cues enhanced activation in
superior occipital and parietal regions (bilateral middle occipital
gyrus, right superior occipital gyrus, and superior parietal lobule).
Hietanen et al. (2006) and Sato et al. (2009) also found several
regions that responded more strongly to arrow cueing than to gaze
cueing. Sato et al. (2009) showed that the left superior parietal lob-
ule was specifically activated for directional versus non-directional
arrows. Superior parietal regions have been associated with vol-
untary attentional control (Yantis et al., 2002; Yantis and Serences,
2003; Behrmann et al., 2004; Grosbras et al., 2005; Hahn et al., 2006;
Corbetta et al., 2008). Therefore, the stronger activation in this area
in the present study might be in line with the assumption that the
processing of arrow cues is more dependent on top-down-control
than the processing of gaze cues.

The present results demonstrate that no cue type activated
frontal regions more than the other cue type. Moreover, gaze cues
did not activate parietal regions more than arrow cues. An expla-
nation might be that in the present study both gaze and arrow cues
contained directional information. Thus, any regions involved in
the processing of this information might not show activation when
contrasting the cue types.

ANALYSIS OF “FUNCTIONAL CONNECTIVITY”
Since the functions of individual brain areas may vary depending
on coactivated areas (Hein and Knight, 2008), seed voxel connec-
tivity analyses were employed to further explore the neural context
in which gaze cues are processed. In the present study, STS and FFG
showed differential coupling with the selected regions of interest.
The STS showed stronger connectivity with right IPS and bilateral
FEF for directional gaze cues in contrast to directional arrow cues.
The FFG showed stronger connections with the right IPS as well,
but not with the FEF. Instead, the FFG showed increased connec-
tivity with the right amygdala. These results show that even though
frontal or parietal activation was not found in the main analysis,
the regions found by contrasting gaze and arrow cues (STS, FFG)
are functionally connected to parietal and frontal regions.

To date, there are not many studies that investigated functional
connectivity in the context of gaze and arrow cues. Nummen-
maa et al. (2010) found enhanced connectivity between the STS
and several regions of the ventral and dorsal attention networks,
including FEF and IPS, for gaze shifts in contrast to opened and
closed eyes. In addition, the authors reported that the FFG demon-
strated a similar pattern of connectivity. Another study (Callejas
et al., 2014) found stronger connectivity of face processing regions
with regions of the dorsal and ventral frontoparietal attention

networks for gaze in contrast to arrow cueing. Specifically, they
found that the STS was connected to the right inferior frontal
junction and the posterior STS/temporoparietal junction area.
The fusiform face area, a face-selective region within the FFG,
was connected to several visual and attentional regions.

Frontal eye field and IPS are parts of the dorsal attention net-
work proposed by Corbetta and Shulman (2002). This system is
supposed to influence stimulus processing in the sensory cortex
by generating top-down-signals (Corbetta et al., 2008; Vossel et al.,
2012). In addition, FEF and IPS have been found for programing
and controlling eye movements (Awh et al., 2006; McDowell et al.,
2008). Since FEF and IPS did not show increased activation in the
main analysis and since only the STS seed exhibited enhanced con-
nectivity with both regions, it seems unlikely that their activation
in the connectivity analysis can be explained solely by their role in
generating saccades (Nummenmaa et al., 2010).

It is interesting that the FFG showed increased connectivity
with the right amygdala. George et al. (2001) proposed stronger
connectivity between FFG and IPS for averted gaze, which could be
replicated in the present study, and stronger connectivity between
FFG and amygdala for direct gaze. The authors interpreted this
finding as evidence for the special social meaning of eye contact.
In the present study, no direct gaze condition was employed. Gaze
direction of the stimuli-faces was averted for 30° throughout the
experiment. Amygdala activation has been linked to gaze process-
ing (Wicker et al., 1998; Kawashima et al., 1999; Nummenmaa
and Calder, 2009) and gaze monitoring (Hooker et al., 2003), with
amygdala impairment leading to impaired attentional orienting in
response to gaze but not arrow cues (Akiyama et al., 2007). Addi-
tionally, it was found that the FFG and the amygdala show a strong
bidirectional connection, even more so during face perception
(Herrington et al., 2011). This is in line with the present results,
which show a stronger connectivity between FFG and amygdala
during the gaze condition.

In the present study, STS and FFG were connected with mostly
right hemispheric regions [for a similar result see Callejas et al.
(2014)], supporting the assumption that the right hemisphere
is dominantly involved in the processing of reflexive attention
orienting in response to gaze shifts (Okada et al., 2012). Note-
worthy, functional connectivity measures the temporal correlation
between spatially distant areas and thus does not provide causal
information.

EFFECT OF SOA
Since it was expected that 100 and 800 ms SOA elicit differ-
ent processes, the imaging results were examined separately for
both SOA. Though we expected different activation, the following
effects are only descriptive since we did not directly compare the
SOA conditions.

Gaze cues at 100 ms SOA activated the inferior occipital
gyrus and the cerebellum more than arrow cues. There was no
differential activation in these areas at 800 ms SOA. For arrow
versus gaze cues the right superior occipital gyrus and the right
superior parietal gyrus showed increased activation at 800 ms
SOA, but not at 100 ms SOA. The effect of SOA is also appar-
ent when examining the results of the functional connectivity
analyses, since the right amygdala showed increased connectiv-
ity with the FFG only at 800 ms SOA. It has been assumed that
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gaze cueing at 100 ms SOA is reflexive, whereas at longer SOA vol-
untary processes take over (Driver et al., 1999; Langton and Bruce,
1999; Friesen et al., 2004). This fits the result that the superior
parietal lobule, which has been implicated in top-down-control,
shows activation for arrow > gaze cues only at 800 ms SOA. On
the contrary, gaze > arrow cues at 800 ms SOA increased activa-
tion in occipito-temporal regions similar to those that were active
at 100 ms SOA. Hence, it seems possible that the length of SOA
affected the neural processing of gaze and arrow cues differently.
This finding, though only descriptive, stresses the importance of
SOA for the comparability of studies.

CONCLUSION
These findings support the view that the processing of social gaze
and symbolic arrow cues is supported by at least partly differ-
ent neural systems. By directly contrasting gaze and arrow cues, a
clear differentiation in neural activation between gaze and arrow
cues could be shown. Gaze cues activated occipito-temporal areas,
including FFG and superior temporal sulucs, more than arrow
cues, whereas arrow cues increased activation in occipito-parietal
regions more than gaze cues. This might contribute to the notion
that arrow cues are more dependent on voluntary processes than
gaze cues. Moreover, face processing regions (FFG, STS) showed
enhanced interaction with parietal and frontal regions involved in
the top-down-modulation of visual areas during trials with social
cues. Thus, these results add further evidence to the assumption
of different processing mechanisms for gaze and arrow cues.

REFERENCES
Akiyama, T., Kato, M., Muramatsu, T., Maeda, T., Hara, T., and Kashima, H. (2008).

Gaze-triggered orienting is reduced in chronic schizophrenia. Psychiatry Res.
158, 287–296. doi:10.1016/j.psychres.2006.12.004

Akiyama, T., Kato, M., Muramatsu, T., Umeda, S., Saito, F., and Kashima, H. (2007).
Unilateral amygdala lesions hamper attentional orienting triggered by gaze direc-
tion. Cereb. Cortex 17, 2593–2600. doi:10.1093/cercor/bhl166

Alexander, N., Klucken, T., Koppe, G., Osinsky, R., Walter, B., Vaitl, D., et al. (2012).
Interaction of the serotonin transporter-linked polymorphic region and environ-
mental adversity: increased amygdala-hypothalamus connectivity as a potential
mechanism linking neural and endocrine hyperreactivity. Biol. Psychiatry 72,
49–56. doi:10.1016/j.biopsych.2012.01.030

Allison, T., Puce, A., and McCarthy, G. (2000). Social perception from Visual Cues:
role of the STS region. Trends Cogn. Sci. 7, 267–278. doi:10.1016/S1364-6613(00)
01501-1

Awh, E., Armstrong, K. M., and Moore, T. (2006). Visual and oculomotor selection:
links, causes and implications for spatial attention. Trends Cogn. Sci. 10, 124–130.
doi:10.1016/j.tics.2006.01.001

Bayliss, A. P., di Pellegrino, G., and Tipper, S. P. (2005). Sex differences in eye
gaze and symbolic cueing of attention. Q. J. Exp. Psychol. A 58A, 631–650.
doi:10.1080/02724980443000124

Bayliss, A. P., Paul, M. A., Cannon, P. R., and Tipper, S. P. (2006). Gaze cuing and
affective judgments of objects: I like what you look at. Psychon. Bull. Rev. 13,
1061–1066. doi:10.3758/BF03213926

Bayliss, A. P., and Tipper, S. P. (2005). Gaze and arrow cueing of attention reveals
individual differences along the autism spectrum as a function of target context.
Br. J. Psychol. 96, 95–114. doi:10.1348/000712604X15626

Behrmann, M., Geng, J. J., and Shomstein, S. (2004). Parietal cortex and attention.
Curr. Opin. Neurobiol. 14, 212–217. doi:10.1016/j.conb.2004.03.012

Bischoff, M., Walter, B., Blecker, C. R., Morgen, K., Vaitl, D., and Sammer, G. (2007).
Utilizing the ventriloquism-effect to investigate audio-visual binding. Neuropsy-
chologia 45, 578–586. doi:10.1016/j.neuropsychologia.2006.03.008

Callejas, A., Shulman, G. L., and Corbetta, M. (2014). Dorsal and ventral atten-
tion systems underlie social and symbolic cueing. J. Cogn. Neurosci. 26, 63–80.
doi:10.1162/jocn

Corbetta, M., Patel, G., and Shulman, G. L. (2008). The reorienting system of
the human brain: from environment to theory of mind. Neuron 58, 306–324.
doi:10.1016/j.neuron.2008.04.017

Corbetta, M., and Shulman, G. L. (2002). Control of goal-directed and
stimulus-driven attention in the brain. Nat. Rev. Neurosci. 3, 201–215. doi:10.
1038/nrn755

Dodd, M. D., Hibbing, J. R., and Smith, K. B. (2011). The politics of attention: gaze
cuing effects are moderated by political temperament. Atten. Percept. Psychophys.
73, 24–29. doi:10.3758/s13414-010-0001-x

Dodd, M. D., Weiss, N., McDonnell, G. P., Sarwal, A., and Kingstone, A. (2012).
Gaze cues influence memory … but not for long. Acta Psychol. 141, 270–275.
doi:10.1016/j.actpsy.2012.06.003

Driver, J., Davis, G., Ricciardelli, P., Kidd, P., Maxwell, E., and Baron-Cohen, S.
(1999). Gaze perception triggers reflexive visuospatial orienting. Vis. Cogn. 6,
509–540. doi:10.1080/135062899394920

Engell, A. D., Nummenmaa, L., Oosterhof, N. N., Henson, R. N., Haxby, J. V., and
Calder, A. J. (2010). Differential activation of frontoparietal attention networks
by social and symbolic spatial cues. Soc. Cogn. Affect. Neurosci. 5, 432–440.
doi:10.1093/scan/nsq008

Esslinger, C., Walter, H., Kirsch, P., Erk, S., Schnell, K., Arnold, C., et al. (2009).
Neural mechanisms of a genome-wide supported psychosis variant. Science 324,
605. doi:10.1126/science.1167768

Friesen, C. K., and Kingstone, A. (1998). The eyes have it! Reflexive orienting is
triggered by nonpredictive gaze. Psychon. Bull. Rev. 5, 490–495. doi:10.3758/
BF03208827

Friesen, C. K., Moore, C., and Kingstone, A. (2005). Does gaze direction really trigger
a reflexive shift of spatial attention? Brain Cogn. 57, 66–69. doi:10.1016/j.bandc.
2004.08.025

Friesen, C. K., Ristic, J., and Kingstone, A. (2004). Attentional effects of counterpre-
dictive gaze and arrow cues. J. Exp. Psychol. Hum. Percept. Perform. 30, 319–329.
doi:10.1037/0096-1523.30.2.319

Frühholz, S., and Grandjean, D. (2013). Multiple subregions in superior tem-
poral cortex are differentially sensitive to vocal expressions: a quantitative
meta-analysis. Neurosci Biobehav Rev 37, 24–35. doi:10.1016/j.neubiorev.2012.
11.002

Gallagher, H. L., and Frith, C. D. (2003). Functional imaging of theory of mind.
Trends Cogn. Sci. 7, 77–83. doi:10.1016/S1364-6613(02)00025-6

George, N., Driver, J., and Dolan, R. J. (2001). Seen gaze-direction modulates
fusiform activity and its coupling with other brain areas during face processing.
Neuroimage 13, 1102–1112. doi:10.1006/nimg.2001.0769

Greene, D. J., Mooshagian, E., Kaplan, J. T., Zaidel, E., and Iacoboni, M. (2009). The
neural correlates of social attention: automatic orienting to social and nonsocial
cues. Psychol. Res. 73, 499–511. doi:10.1007/s00426-009-0233-3

Grosbras, M.-H., Laird, A. R., and Paus, T. (2005). Cortical regions involved in
eye movements, shifts of attention, and gaze perception. Hum. Brain Mapp. 25,
140–154. doi:10.1002/hbm.20145

Hahn, B., Ross, T. J., and Stein, E. A. (2006). Neuroanatomical dissociation between
bottom-up and top-down processes of visuospatial selective attention. Neuroim-
age 32, 842–853. doi:10.1016/j.neuroimage.2006.04.177

Haxby, J. V., Hoffman, E. A., and Gobbini, M. I. (2000). The distributed human
neural system for face perception. Trends Cogn. Sci. 4, 223–233. doi:10.1016/
S1364-6613(00)01482-0

Haxby, J. V., Hoffman, E. A., and Gobbini, M. I. (2002). Human neural systems
for face recognition and social communication. Biol. Psychiatry 51, 59–67.
doi:10.1016/S0006-3223(01)01330-0

He, B. J., Snyder, A. Z., Vincent, J. L., Epstein, A., Shulman, G. L., and Cor-
betta, M. (2007). Breakdown of functional connectivity in frontoparietal net-
works underlies behavioral deficits in spatial neglect. Neuron 53, 905–918.
doi:10.1016/j.neuron.2007.02.013

Hein, G., and Knight, R. T. (2008). Superior temporal sulcus – It’s my area: or is it?
J. Cogn. Neurosci. 20, 2125–2136. doi:10.1162/jocn.2008.20148

Herrington, J. D., Taylor, J. M., Grupe, D. W., Curby, K. M., and Schultz, R. T.
(2011). Bidirectional communication between amygdala and fusiform gyrus
during facial recognition. Neuroimage 56, 2348–2355. doi:10.1016/j.neuroimage.
2011.03.072.Herrington

Hietanen, J. K., Nummenmaa, L., Nyman, M. J., Parkkola, R., and Hämäläi-
nen, H. (2006). Automatic attention orienting by social and symbolic cues
activates different neural networks: an fMRI study. Neuroimage 33, 406–413.
doi:10.1016/j.neuroimage.2006.06.048

Frontiers in Human Neuroscience www.frontiersin.org November 2014 | Volume 8 | Article 912 | 10

http://dx.doi.org/10.1016/j.psychres.2006.12.004
http://dx.doi.org/10.1093/cercor/bhl166
http://dx.doi.org/10.1016/j.biopsych.2012.01.030
http://dx.doi.org/10.1016/S1364-6613(00)01501-1
http://dx.doi.org/10.1016/S1364-6613(00)01501-1
http://dx.doi.org/10.1016/j.tics.2006.01.001
http://dx.doi.org/10.1080/02724980443000124
http://dx.doi.org/10.3758/BF03213926
http://dx.doi.org/10.1348/000712604X15626
http://dx.doi.org/10.1016/j.conb.2004.03.012
http://dx.doi.org/10.1016/j.neuropsychologia.2006.03.008
http://dx.doi.org/10.1162/jocn
http://dx.doi.org/10.1016/j.neuron.2008.04.017
http://dx.doi.org/10.1038/nrn755
http://dx.doi.org/10.1038/nrn755
http://dx.doi.org/10.3758/s13414-010-0001-x
http://dx.doi.org/10.1016/j.actpsy.2012.06.003
http://dx.doi.org/10.1080/135062899394920
http://dx.doi.org/10.1093/scan/nsq008
http://dx.doi.org/10.1126/science.1167768
http://dx.doi.org/10.3758/BF03208827
http://dx.doi.org/10.3758/BF03208827
http://dx.doi.org/10.1016/j.bandc.2004.08.025
http://dx.doi.org/10.1016/j.bandc.2004.08.025
http://dx.doi.org/10.1037/0096-1523.30.2.319
http://dx.doi.org/10.1016/j.neubiorev.2012.11.002
http://dx.doi.org/10.1016/j.neubiorev.2012.11.002
http://dx.doi.org/10.1016/S1364-6613(02)00025-6
http://dx.doi.org/10.1006/nimg.2001.0769
http://dx.doi.org/10.1007/s00426-009-0233-3
http://dx.doi.org/10.1002/hbm.20145
http://dx.doi.org/10.1016/j.neuroimage.2006.04.177
http://dx.doi.org/10.1016/S1364-6613(00)01482-0
http://dx.doi.org/10.1016/S1364-6613(00)01482-0
http://dx.doi.org/10.1016/S0006-3223(01)01330-0
http://dx.doi.org/10.1016/j.neuron.2007.02.013
http://dx.doi.org/10.1162/jocn.2008.20148
http://dx.doi.org/10.1016/j.neuroimage.2011.03.072.Herrington
http://dx.doi.org/10.1016/j.neuroimage.2011.03.072.Herrington
http://dx.doi.org/10.1016/j.neuroimage.2006.06.048
http://www.frontiersin.org/Human_Neuroscience
http://www.frontiersin.org
http://www.frontiersin.org/Human_Neuroscience/archive


Lockhofen et al. Spatial cueing by social and symbolic cues

Hoffman, E. A., and Haxby, J. V. (2000). Distinct representations of eye gaze and
identity in the distributed human neural system for face perception. Nat. Neu-
rosci. 3, 80–84. doi:10.1038/71152

Hooker, C. I., Paller, K. A., Gitelman, D. R., Parrish, T. B., Mesulam, M., and Reber,
P. J. (2003). Brain networks for analyzing eye gaze. Brain Res. Cogn. Brain Res.
17, 406–418. doi:10.1016/S0926-6410(03)00143-5

Jonides, J. (1981). “Voluntary versus automatic control over the mind’s eye’s move-
ment,” in Attention and performance IX, eds J. B. Long, and A. D. Baddeley
(Hillsdale, NJ: Erlbaum), p. 187–203.

Kanwisher, N. (2000). Domain specificity in face perception. Nat. Neurosci. 3,
759–763. doi:10.1038/77664

Kanwisher, N., McDermott, J., and Chun, M. M. (1997). The fusiform face area: a
module in human extrastriate cortex specialized for face perception. J. Neurosci.
17, 4302–4311.

Kawashima, R., Sugiura, M., Kato, T., Nakamura, A., Hatano, K., Ito, K., et al. (1999).
The human amygdala plays an important role in gaze monitoring. A PET study.
Brain 122(Pt 4), 779–783. doi:10.1093/brain/122.4.779

Kincade, J. M., Abrams, R. A., Astafiev, S. V., Shulman, G. L., and Corbetta, M.
(2005). An event-related functional magnetic resonance imaging study of vol-
untary and stimulus-driven orienting of attention. J. Neurosci. 25, 4593–4604.
doi:10.1523/JNEUROSCI.0236-05.2005

Kingstone, A., Tipper, C., Ristic, J., and Ngan, E. (2004). The eyes have it! An fMRI
investigation. Brain Cogn. 55, 269–271. doi:10.1016/j.bandc.2004.02.037

Klucken, T., Schweckendiek, J., Koppe, G., Merz, C. J., Kagerer, S., Walter, B., et al.
(2012). Neural correlates of disgust- and fear-conditioned responses. Neuro-
science 201, 209–218. doi:10.1016/j.neuroscience.2011.11.007

Lancaster, J. L., Summerlin, J. L., Rainey, L., Freitas, C. S., and Fox, P. T. (1997). The
Talairach Daemon, a database server for Talairach Atlas Labels. Neuroimage 5,
S633. doi:10.1002/(SICI)1097-0193(1997)5:4

Lancaster, J. L., Tordesillas-Gutierrez, D., Martinez, M., Salinas, F., Evans, A., Zilles,
K., et al. (2007). Bias between MNI and Talairach coordinates analyzed using the
ICBM-152 brain template, Hum. Brain Mapp. 28, 1194–1205.

Lancaster, J. L., Woldorff, M. G., Parsons, L. M., Liotti, M., Freitas, C. S., Rainey,
L., et al. (2000). Automated Talairach atlas labels for functional brain map-
ping. Hum. Brain Mapp. 10, 120–131. doi:10.1002/1097-0193(200007)10:3<120:
:AID-HBM30>3.0.CO;2-8

Langton, S. R. H., and Bruce, V. (1999). Reflexive visual orienting in response to
the social attention of others. Vis. Cogn. 6, 541–567. doi:10.1016/j.brainres.2014.
09.029

Li, K., Guo, L., Nie, J., Li, G., and Liu, T. (2009). Review of methods for func-
tional brain connectivity detection using fMRI. Comput. Med. Imaging Graph
33, 131–139. doi:10.1016/j.compmedimag.2008.10.011

Maldjian, J. A., Laurienti, P. J., Burdette, J. B., and Kraft, R. A. (2003). An automated
method for neuroanatomic and cytoarchitectonic atlas-based interrogation of
fMRI data sets. Neuroimage 19,1233–1239. doi:10.1016/S1053-8119(03)00169-1

Maldjian, J. A., Laurienti, P. J., and Burdette, J. H. (2004). Precentral gyrus dis-
crepancy in electronic versions of the Talairach atlas. Neuroimage 21, 450–455.
doi:10.1016/j.neuroimage.2003.09.032

Materna, S., Dicke, P. W., and Thier, P. (2008). The posterior superior temporal sulcus
is involved in social communication not specific for the eyes. Neuropsychologia
46, 2759–2765. doi:10.1016/j.neuropsychologia.2008.05.016

McCarthy, G., Puce, A., Belger, A., and Allison, T. (1999). Electrophysiologi-
cal studies of human face perception. II: response properties of face-specific
potentials generated in occipitotemporal cortex. Cereb. Cortex 9, 431–444.
doi:10.1093/cercor/9.5.431

McDowell, J. E., Dyckman, K. A., Austin, B. P., and Clementz, B. A. (2008). Neuro-
physiology and neuroanatomy of reflexive and volitional saccades: evidence from
studies of humans. Brain Cogn. 68, 255–270. doi:10.1016/j.bandc.2008.08.016

Meyer-Lindenberg, A. (2009). Neural connectivity as an intermediate pheno-
type: brain networks under genetic control. Hum. Brain Mapp. 30, 1938–1946.
doi:10.1002/hbm.20639

Mosconi, M. W., Mack, P. B., McCarthy, G., and Pelphrey, K. A. (2005). Taking an
“intentional stance” on eye-gaze shifts: a functional neuroimaging study of social
perception in children. Neuroimage 27, 247–252. doi:10.1016/j.neuroimage.
2005.03.027

Nummenmaa, L., and Calder, A. J. (2009). Neural mechanisms of social attention.
Trends Cogn. Sci. 13, 135–143. doi:10.1016/j.tics.2008.12.006

Nummenmaa, L., Passamonti, L., Rowe, J., Engell, A. D., and Calder, A. J. (2010).
Connectivity analysis reveals a cortical network for eye gaze perception. Cereb.
Cortex 20, 1780–1787. doi:10.1093/cercor/bhp244

Okada, T., Sato, W., Kubota, Y., Toichi, M., and Murai, T. (2012). Right hemispheric
dominance and interhemispheric cooperation in gaze-triggered reflexive shift of
attention. Psychiatry Clin. Neurosci. 66, 97–104. doi:10.1111/j.1440-1819.2011.
02302.x

Pelphrey, K. A., Singerman, J. D., Allison, T., and McCarthy, G. (2003). Brain acti-
vation evoked by perception of gaze shifts: the influence of context. Neuropsy-
chologia 41, 156–170. doi:10.1016/S0028-3932(02)00146-X

Posner, M. I. (1980). Orienting of attention. Q. J. Exp. Psychol. 32, 3–25.
Quadflieg, S., Mason, M. F., and Macrae, C. N. (2004). The owl and the pussy-

cat: gaze cues and visuospatial orienting. Psychon. Bull. Rev. 11, 826–831.
doi:10.3758/BF03196708

Ristic, J., Friesen, C. K., and Kingstone, A. (2002). Are eyes special? It depends on
how you look at it. Psychon. Bull. Rev. 9, 507–513. doi:10.3758/BF03196306

Sato, W., Kochiyama, T., Uono, S., and Yoshikawa, S. (2009). Commonalities in the
neural mechanisms underlying automatic attentional shifts by gaze, gestures, and
symbols. Neuroimage 45, 984–992. doi:10.1016/j.neuroimage.2008.12.052

Schall, J. D. (2009). “Frontal eye fields,” in Encyclopedia of Neuroscience, 4th Edn, ed.
L. R. Squire (Amsterdam: Elsevier), 367–374.

Tipper, C. M., Handy, T. C., Giesbrecht, B., and Kingstone,A. (2008). Brain responses
to biological relevance. J. Cogn. Neurosci. 20, 879–891. doi:10.1162/jocn.2008.
20510

Tipples, J. (2002). Eye gaze is not unique: automatic orienting in response to uninfor-
mative arrows. Psychon. Bull. Rev. 9, 314–318. doi:10.1016/j.beproc.2009.03.018

Toepper, M., Markowitsch, H. J., Gebhardt, H., Beblo, T., Bauer, E., Woermann,
F. G., et al. (2014). The impact of age on prefrontal cortex integrity during
spatial working memory retrieval. Neuropsychologia 59, 157–168. doi:10.1016/j.
neuropsychologia.2014.04.020

Tong, F., Nakayama, K., Moscovitch, M., Weinrib, O., and Kanwisher, N. (2000).
Response properties of the human fusiform face area. Cogn. Neuropsychol. 17,
257–279. doi:10.1080/026432900380607

Tzourio-Mazoyer, N., Landeau, B., Papathanassiou, D., Crivello, F., Etard, O., Del-
croix, N., et al. (2002). Automated anatomical labeling of activations in SPM
using a macroscopic anatomical parcellation of the MNI MRI single-subject
brain. Neuroimage 15, 273–289. doi:10.1006/nimg.2001.0978

Vossel, S., Weidner, R., Driver, J., Friston, K. J., and Fink, G. R. (2012). Decon-
structing the architecture of dorsal and ventral attention systems with dynamic
causal modeling. J. Neurosci. 32, 10637–10648. doi:10.1523/JNEUROSCI.0414-
12.2012.Deconstructing

Wicker, B., Michel, F., Henaff, M. A., and Decety, J. (1998). Brain regions involved in
the perception of gaze: a PET study. Neuroimage 8, 221–227. doi:10.1006/nimg.
1998.0357

Yantis, S., Schwarzbach, J., Serences, J. T., Carlson, R. L., Steinmetz, M. A., Pekar, J.
J., et al. (2002). Transient neural activity in human parietal cortex during spatial
attention shifts. Nat. Neurosci. 5, 995–1002. doi:10.1038/nn921

Yantis, S., and Serences, J. T. (2003). Cortical mechanisms of space-based and
object-based attentional control. Curr. Opin. Neurobiol. 13, 187–193. doi:10.
1016/S0959-4388(03)00033-3

Conflict of Interest Statement: The authors declare that the research was conducted
in the absence of any commercial or financial relationships that could be construed
as a potential conflict of interest.

Received: 18 August 2014; accepted: 24 October 2014; published online: 10 November
2014.
Citation: Lockhofen DEL, Gruppe H, Ruprecht C, Gallhofer B and Sammer G (2014)
Hemodynamic response pattern of spatial cueing is different for social and symbolic
cues. Front. Hum. Neurosci. 8:912. doi: 10.3389/fnhum.2014.00912
This article was submitted to the journal Frontiers in Human Neuroscience.
Copyright © 2014 Lockhofen, Gruppe, Ruprecht , Gallhofer and Sammer. This is an
open-access article distributed under the terms of the Creative Commons Attribution
License (CC BY). The use, distribution or reproduction in other forums is permitted,
provided the original author(s) or licensor are credited and that the original publica-
tion in this journal is cited, in accordance with accepted academic practice. No use,
distribution or reproduction is permitted which does not comply with these terms.

Frontiers in Human Neuroscience www.frontiersin.org November 2014 | Volume 8 | Article 912 | 11

http://dx.doi.org/10.1038/71152
http://dx.doi.org/10.1016/S0926-6410(03)00143-5
http://dx.doi.org/10.1038/77664
http://dx.doi.org/10.1093/brain/122.4.779
http://dx.doi.org/10.1523/JNEUROSCI.0236-05.2005
http://dx.doi.org/10.1016/j.bandc.2004.02.037
http://dx.doi.org/10.1016/j.neuroscience.2011.11.007
http://dx.doi.org/10.1002/(SICI)1097-0193(1997)5:4
http://dx.doi.org/10.1002/1097-0193(200007)10:3<120::AID-HBM30>3.0.CO;2-8
http://dx.doi.org/10.1002/1097-0193(200007)10:3<120::AID-HBM30>3.0.CO;2-8
http://dx.doi.org/10.1016/j.brainres.2014.09.029
http://dx.doi.org/10.1016/j.brainres.2014.09.029
http://dx.doi.org/10.1016/j.compmedimag.2008.10.011
http://dx.doi.org/10.1016/S1053-8119(03)00169-1
http://dx.doi.org/10.1016/j.neuroimage.2003.09.032
http://dx.doi.org/10.1016/j.neuropsychologia.2008.05.016
http://dx.doi.org/10.1093/cercor/9.5.431
http://dx.doi.org/10.1016/j.bandc.2008.08.016
http://dx.doi.org/10.1002/hbm.20639
http://dx.doi.org/10.1016/j.neuroimage.2005.03.027
http://dx.doi.org/10.1016/j.neuroimage.2005.03.027
http://dx.doi.org/10.1016/j.tics.2008.12.006
http://dx.doi.org/10.1093/cercor/bhp244
http://dx.doi.org/10.1111/j.1440-1819.2011.02302.x
http://dx.doi.org/10.1111/j.1440-1819.2011.02302.x
http://dx.doi.org/10.1016/S0028-3932(02)00146-X
http://dx.doi.org/10.3758/BF03196708
http://dx.doi.org/10.3758/BF03196306
http://dx.doi.org/10.1016/j.neuroimage.2008.12.052
http://dx.doi.org/10.1162/jocn.2008.20510
http://dx.doi.org/10.1162/jocn.2008.20510
http://dx.doi.org/10.1016/j.beproc.2009.03.018
http://dx.doi.org/10.1016/j.neuropsychologia.2014.04.020
http://dx.doi.org/10.1016/j.neuropsychologia.2014.04.020
http://dx.doi.org/10.1080/026432900380607
http://dx.doi.org/10.1006/nimg.2001.0978
http://dx.doi.org/10.1523/JNEUROSCI.0414-12.2012.Deconstructing
http://dx.doi.org/10.1523/JNEUROSCI.0414-12.2012.Deconstructing
http://dx.doi.org/10.1006/nimg.1998.0357
http://dx.doi.org/10.1006/nimg.1998.0357
http://dx.doi.org/10.1038/nn921
http://dx.doi.org/10.1016/S0959-4388(03)00033-3
http://dx.doi.org/10.1016/S0959-4388(03)00033-3
http://dx.doi.org/10.3389/fnhum.2014.00912
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://www.frontiersin.org/Human_Neuroscience
http://www.frontiersin.org
http://www.frontiersin.org/Human_Neuroscience/archive

	Hemodynamic response pattern of spatial cueing is different for social and symbolic cues
	Introduction
	Materials and methods
	Ethics statement
	Participants
	Apparatus
	Experimental stimulus displays
	Procedure
	fMRI-data
	Whole-brain and region of interest analyses
	Analysis of "functional connectivity"


	Results
	Behavioral data
	Functional magnetic resonance imaging
	Whole-brain analyses
	Region of interest analyses
	Functional connectivity


	Discussion
	Behavioral results
	Differences in the neural processing of social gaze and symbolic arrow cues
	Fusiform gyrus and superior temporal sulcus
	Other foci of activation

	Analysis of "functional connectivity"
	Effect of SOA

	Conclusion
	References


