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Faces and voices are very important sources of threat in social anxiety disorder (SAD), a
common psychiatric disorder where core elements are fears of social exclusion and
negative evaluation. Previous research in social anxiety evidenced increased cerebral
responses to negative facial or vocal expressions and also generally increased
hemodynamic responses to voices and faces. But it is unclear if also the cerebral
process of face-voice-integration is altered in SAD. Applying functional magnetic
resonance imaging, we investigated the correlates of the audiovisual integration of
dynamic faces and voices in SAD as compared to healthy individuals. In the bilateral
midsections of the superior temporal sulcus (STS) increased integration effects in SAD
were observed driven by greater activation increases during audiovisual stimulation as
compared to auditory stimulation. This effect was accompanied by increased functional
connectivity with the visual association cortex and a more anterior position of the individual
integration maxima along the STS in SAD. These findings demonstrate that the audiovisual
integration of facial and vocal cues in SAD is not only systematically altered with regard to
intensity and connectivity but also the individual location of the integration areas within the
STS. These combined findings offer a novel perspective on the neuronal representation of
social signal processing in individuals suffering from SAD.

Keywords: social anxiety disorder, superior temporal sulcus, audiovisual integration, functional magnetic
resonance imaging, psycho-physiological interaction, temporal voice area
INTRODUCTION

Social anxiety (SA) can be conceptualized as maladaptive evolutionary mechanism which developed
parallel to a social hierarchy which was no longer based on physical dominance but rather social
skills relying on nonverbal and later verbal communication signals (1, 2). The clinical manifestation
of SA, termed social anxiety disorder (SAD), is a common psychiatric disorder (3) and forms the
upper end of an SA severity spectrum spanning the general population. The central elements of SA
relate to exclusion, humiliation, and negative social evaluation in general. The threat thereof is
typically communicated not only via facial but also vocal signals in multimodal face-to-face
communication. Consistently, one of the key features in SAD are cognitive biases towards socially
threatening signals in faces and voices (4). Correspondingly, increased responses to such signals
were observed in the cerebral emotion and salience processing networks [i.e., the amygdala, insula,
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mediofrontal, and orbitofrontal cortex; (5–9)], brain regions
associated with emotion regulation and attention [i.e., parietal
cortex, dorsolateral, and dorsomedial cortex; (5, 7, 10)], and for
facially expressed social threat also areas in the occipito-temporal
and occipital cortex implicated in general face processing (5, 7).
Moreover, it was demonstrated recently that SA is also associated
with a generally increased cerebral hemodynamic responses to
faces and voices as threat carrier signals in the respective sensory
face and voice processing areas and the amygdala (11). Taken
together, in SA there is evidence for increased hemodynamic
cerebral responses to facial and vocal signals of social threat but
also to faces and voices in general. As common carrier signals of
social threat, faces and voices might be construed as generally
more salient communication signals in socially anxious than in
socially non-anxious individuals. However, to date it remains
unclarified how audiovisual face-voice stimuli as one of the most
common forms of natural human social communication are
processed and integrated at the cerebral level.

In the present study, we aimed to bridge the astonishing gap
between the scientific need for data on the audiovisual processing
and integration of nonverbal cues from face and voice in SAD
(12) and the complete lack of studies on the neuronal
underpinnings of these processes in SAD. The major candidate
regions for the occurrence of SAD-related alterations in the
audiovisual integration of facial and vocal nonverbal cues are
the multisensory temporal cortex adjoining the superior
temporal sulcus (STS) and the amygdala based on research in
healthy individuals [for reviews see: (13, 14)] and first studies in
other psychiatric disorders [e.g., (15, 16), reviewed in (14)].

In 18 individuals with SAD and 18 low SA healthy controls, we
investigated how SAD affects the magnitude and topography of
cerebral face-voice-integration. The latter was determined using a
functional magnetic resonance imaging (fMRI) experiment
comparing the responses to dynamic bimodal face-voice
combinations displaying various expressions with the
monomodal presentations of the stimuli (i.e., only faces or
voices). Based on the assumption that voices and faces would be
more salient to individuals with SAD than to low socially anxious
individuals we hypothesized that in SAD stronger hemodynamic
responses to face-voice-combinations would be found in the
multisensory integration area of the posterior STS and the
amygdala. Second, we expected the increase in hemodynamic
activation to occur for face-voice-combinations in comparison
to both, faces and voices alone due to the expected increase in
stimulus salience compared with the unimodal stimuli.

The standard voxel-by-voxel analysis was complemented with
the spatial analysis of individual integration maxima and
functional connectivity (FC) analyses to further characterize
the hemodynamic correlates of face-voice-integration.
Additional fMRI experiments were performed to determine the
cerebral voice- and face-sensitivity measured as increased
hemodynamic responses to voices or faces, respectively, in
comparison to other types of stimuli as additional source of
information on the functional characteristics of areas with SAD-
related alterations in face-voice-integration.
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MATERIALS AND METHODS

Participants
Eighteen individuals with SAD (SAD: six male, mean age 23.3
years, SD 3.3 years) and 18 low socially anxious healthy control
individuals (HC: eight male, mean age 24.8 years, SD 2.0) years
were included in the study. They were recruited at the
Universities of Tübingen (n = 23) and Greifswald (n = 13)
through notices in public venues and email circulars at the
Universities of Tübingen and Greifswald. All participants
underwent the Structured Clinical Interview for DSM-IV
[SCID; (17)]. In the participant group with SAD, SAD was the
primary diagnosis in all individuals. Three individuals had an
additional diagnosis of specific phobia, two had a minor
depression, and five had a history of major depressive disorder.
In the low socially anxious group, two participants suffered from
a specific phobia, one had a minor depression, and two had a
history of major depressive disorder. All participants with a
history of major depression had been in remission for more than
6 months. SA severity was measured with the Liebowitz Social
Anxiety Scale [LSAS; German self-report version, (18)], and
general anxiety was assessed using the State-Trait-Anxiety-
Inventory [STAI, German version; (19)]. Verbal intelligence
was evaluated with the “Mehrfachwahl-Wortschatz-Intelligenz-
Test” [MWT-B; (20)]. For a socio-demographic and
psychometric overview see Table 1. All participants were right-
handed according to the Edinburgh Inventory (21), native
speakers (German), and reported normal or corrected to
normal visual acuity and normal hearing. None of the
participants had a history of substance abuse, or neurological
illness, or was taking any regular medication. An expense
allowance was given for study participation.

Ethics Statement
The protocol of human investigation was approved by the local
ethics committees where the study was performed (i.e.,
Universities of Tübingen and Greifswand, Germany), and the
study was performed according to the Code of Ethics of the
World Medical Association (Declaration of Helsinki, 1964) and
its later amendments. All participants gave written informed
consent before their inclusion into the study.
TABLE 1 | Demographic and psychometric sample information.

SAD (n=18) HC (n=18)

gender 12 f, 6 m 10 f, 8 m c2 = 0.5 p = 0.49
age 23.3 (3.3) 24.8 (2.0) t = 1.6 p = 0.11
LSAS 72.2 (22.3) 12.8 (9.7) t = 10.4 p < 0.001
STAI-X1 43.4 (7.5) 33.6 (7.2) t = 4.0 p < 0.001
STAI-X2 48.6 (7.5) 37.3 (8.2) t = 4.3 p < 0.001
MWT-B 32.1 (2.4) 30.7 (2.6) t = 1.7 p = 0.11
study site 13 T, 5 G 10 T, 8 G c2 = 1.1 p = 0.30
July 2020
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LSAS, Liebowitz Social Anxiety Scale; STAI, State Trait Anxiety Inventory; MWT-B,
“Mehrfachwahl-Wortschatz-Intelligenz-Test”, a short test of premorbid intelligence.
Values in parentheses indicate standard deviation of the mean. T, Tübingen, G,
Greifswald.
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Stimulus Material and Experimental Design
Face-Voice-Integration Experiment
The stimulus material consisted of videos (1.6 s) of faces speaking 60
words with neutral or emotional (i.e., angry, disgusted, alluring,
fearful, happy, or sad) prosody and congruent facial expression. The
stimuli were recorded from six professional actors, allocated to 12
blocks with five stimuli each, and were all presented auditorily (A),
visually (V), and audiovisually (AV) totaling in 180 stimuli per
participant. Across blocks, the stimuli were randomized on
condition that the blocks were balanced for the depicted emotion
and the gender of the speaker. Within the blocks, stimulus
presentation was randomized. Likewise, within each modality the
block sequence was randomized while the modalities of the stimulus
blocks were randomized on condition that the block sequence did
not contain more than two adjacent blocks from one modality.
Auditory stimulation was carried out with MR compatible
headphones (MR confon GmbH, Magdeburg, Germany). Visual
stimuli were back-projected onto a screen placed in the magnet bore
behind the participant's head and viewed by the participant through
a mirror system mounted onto the head coil. The participants were
asked to indicate the second “male” stimulus within each block by
pressing a button on a fiber optic system (LumiTouch, Photon
Control, Burnaby, Canada) with their right index finger to ensure
constant attention to the stimuli. The experimental design was
validated previously and further details on stimulus material and
experimental design can be found elsewhere (22).

Voice- and Face-Sensitivity Experiments
The voice-sensitivity experiment was designed in form of a block
design experimentwith 24 stimulations blocks and 12 silent periods
(each 8 s) with a passive-listening task and stimulus material based
on the study by Belin et al. (23). The stimulus material included 12
blocks of human vocal sounds [e.g., onomatopoeia, speech (e.g.,
single syllables, finish language), sighs], six blocks of animal sounds
(e.g., gallops, various cries), and six blocks of environmental sounds
(e.g., cars, planes, doors, telephones).Theparticipantswere asked to
listen with closed eyes. Stimuli were normalized regarding their
mean acoustic energy. Sound and silence blocks were randomized
across the experiment.

In the face-sensitivity experiment, pictures from four different
categories (faces, houses, objects, and natural scenes) were shown
within a block design. The stimulus material and design has been
adapted from previous face processing studies (24, 25). Each
category and block (duration: 16 s) consisted of 20 pictures. Of
each category eight blocks were presented in pseudorandomized
order. A one-back task was employed to establish constant
attention to the stimuli. The participants were asked to press a
button on the fiber optic system (LumiTouch, Photon Control,
Burnaby, Canada) whenever a picture was directly repeated.

Both experimental designs have been used previously (22, 26,
27) and further details on stimulus characteristics and design can
be found in the respective publications.

Image Acquisition
MRI data were recorded with a VERIO 3T (Greifswald) and a
PRISMA (Tübingen) scanner (Siemens, Erlangen, Germany).
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Functional images (34(/30) (parenthesized values after the
slash refer to the PRISMA scanner throughout this section)
axial slices captured in sequential descending order, 3 mm
thickness + 1 mm gap, TR = 2.0(/1.7) s, TE = 30 ms, voxel
size: 3x3x4 mm3, field of view 192x192 mm2, 64x64 matrix, flip
angle 90°) and structural T1-weighted images [VERIO
(/PRISMA): 176 slices, TR = 1900(/2300) ms, TE = 2.52(/2.96)
ms, voxel size: 1x1x1 mm3] were acquired. The time series
comprised 204(/239) images for the face-voice-integration
experiment, 302(/368) images for the face experiment and 195
(/232) images for the voice experiment. A field map [34(/36)
slices, slice thickness 3 mm, TR = 488(/400) ms, TE(1) = 4.92
(/5.17) ms, TE(2) = 7.38(/7.65) ms] was recorded.

Analysis of Demographic and
Psychometric Data
IBM SPSS Statistics Version 25 (IBM Corporation, Armonk, NY,
USA) was used for the analyses. Differences between SAD and HC
with regard to gender, study site (chi square tests), age, SA severity
(LSAS), general state and trait anxiety (STAI-X1, STAI-X2), and
verbal intelligence (MWT-B) (t tests) were systematically investigated.

Analysis of Imaging Data
Statistical parametric mapping software (SPM8; http://www.fil.
ion.ucl.ac.uk/spm) was employed for imaging data analysis. To
exclude measurements preceding T1 equilibrium, the first five
EPI images from each fMRI experiment were removed. The
preprocessing included realignment, unwarping employing a
static field map, coregistration of anatomical and functional
images, segmentation of the anatomical images, normalization
into MNI (Montreal Neurological Institute) space with a
resampled voxel size of 3 × 3 × 3 mm³, temporal smoothing
with a high-pass filter (cutoff frequency of 1/128 Hz), and spatial
smoothing using a Gaussian kernel (8 mm full width at half
maximum). The error term was modeled as an autoregressive
process (first order, coefficient: 0.2 with additional white noise
component) (28). The realignment parameters (i.e., translation
and rotation on the x-, y- and z-axes) were included as covariates
in the models at single subject level. For details on the obtained
realignment parameters see the Supplemental material (Table S1).

The hemodynamic responses to the different stimulus classes
[auditory (A), visual (V), and audiovisual stimuli (AV) in the
face-voice-integration experiment, voices (V), animal sounds
(A), and environmental sounds (E) in the voice-sensitivity
experiment, and faces (F), houses (H), objects (O), and scenes
(S) in the face-sensitivity experiment] were separately modeled
using a box-car function representing the block duration (8 s in
the voice-face-integration experiment and the voice-sensitivity
experiment and 16 s in the face-sensitivity experiment)
convolved with the HRF. Results from the individual first-level
general linear models were used to produce contrast images
[voice-face-integration: AV - max(A, V); voice-sensitivity: V -
max(A, E); face-sensitivity: F – max(H, O, S)] for each
participant which were then included in second-level random-
effect analyses. These minimum difference contrasts were
computed for each participant as the minimum of the contrast
July 2020 | Volume 11 | Article 657
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images AV – A and AV – V for face-voice-integration, V – A and
V – E for voice-sensitivity and F – H, F – O and F – S for face-
sensitivity. Age, gender and study site were included as covariates
in all second level analyses.

The analytical strategy comprised two arms:

1.) Voxel-wise analysis of the audiovisual integration effect [i.e.,
AV – max(A, V)] in the whole study sample, in SAD, and in
HC as well as of between group differences regarding the
audiovisual integration effect (i.e., SAD – HC). Statistical
significance was assessed at p < 0.001 at voxel level and
cluster-level FWE correction (p < 0.05) for multiple
comparisons across the whole brain.

2. ) Spatial distribution analysis of the individual audiovisual
integration maxima [i.e., position of the maxima for SAD and
HC on the three spatial axes and their comparison (t-test)]
within the audiovisual integration areas Bonferroni-correcting
the results formultiple comparisons across the three spatial axes
and two hemispheres (i.e., a total of six comparisons).

Significant effects were post-hoc characterized and validated. To
this aim, mean contrast estimates for all three experiments (i.e., face-
voice-integration, face-sensitivity, and voice-sensitivity) were
extracted from significant clusters. These analyses included the
associations of integration effects with parametric measures of
social and general anxiety, and individual movement patterns in
the scanner (see Supplemental methods) as well as the
determination of face-sensitivity [i.e., F – max(H,O,S)] and voice-
sensitivity [i.e., V – max(A,E)] in the respective areas and potential
differences between SAD and HC regarding face- and voice-
sensitivity as well as the deconstruction of the integration measure
AV –max(A,V) into the underlying basis contrasts AV –A and AV
– V including group comparisons for these contrasts and the
individual comparison of the two contrast sizes. The latter was
done to determine if one of the two basis contrasts was driving the
integration effect in the majority of the participants. In the post-hoc
analyses, two-tailed testing was applied if not specified otherwise in
the Results section.

Moreover, the respective clusters were anatomically specified
in more detail using the Anatomy toolbox [(29); version 2.2b]
integrated in the SPM software.

Apparent discrepancies in SAD-related differences in face-voice-
integration effects between voice-sensitive (i.e., the temporal voice
area (23) and face-sensitive areas [i.e., the fusiform face area (25)
and the face area in the posterior temporal sulcus (30)] as well as the
amygdala were post-hoc statistically tested by comparing the
audiovisual integration effect AV – max(A,V) between these areas
(for details see Supplemental methods).

Psychophysiological Interaction
(PPI) Analysis
Finally, we investigated whether areas with SAD-associated
alterations in cerebral face-voice-integration also exhibit
analogous differences in FC with other brain areas. Areas
where SAD differed from HC in the neural correlates of face-
voice-integration were defined as seed regions for PPIs. It was
tested if changes in FC during audiovisual integration [contrast:
Frontiers in Psychiatry | www.frontiersin.org 4
AV –max(A, V)] differ between SAD and HC. The BOLD signal
time-course of the seed regions, extracted from a sphere (radius:
2 mm) around the individual peak-activation voxel within the
seed region adjusted for effects of interest was used as
physiological variable. Each condition (i.e., A, V, and AV) was
then defined as a separate psychological input variable and
contrasted [i.e., AV – max(A, V)]. The PPI was estimated as
the product of the vector of the psychological variables and the
deconvolved activation time course (31). The physiological and
psychological variables and the psychophysiological interaction
term were employed as separate regressors in the model. The
individual PPI contrasts were submitted to second level random
effects analyses (SAD vs. HC) within SPM. Statistical significance
was evaluated at p < 0.001 at voxel level and cluster-level FWE
correction (p < 0.05) for multiple comparisons across the whole
brain. Age, gender and study site were included as covariates in
the second level analyses.
RESULTS

Sample Characteristics
The psychometric and demographic characteristics of the
participant groups (SAD/HC) are given in Table 1. SAD
differed significantly from HC with regard to SA severity
(LSAS) and general anxiety (STAI-X1/X2) but not with regard
to gender, age, verbal intelligence (MWT-B) or study site (see
also Table 1).

Voxel-Wise Analysis of Face-Voice-
Integration
Audiovisual face-voice-integration correlates were observed
bilaterally in the temporal cortex adjoining the middle and
posterior parts of the STS in the whole sample (see Table 2
and Figure S1). Anatomically, the significant right STS cluster
maps partially to the auditory cortex (areas TE 3 >> TE1.2 >
TE1.1 > TE 1.0; for details see Table S2), but the greater part of
the cluster is positioned posterior and inferior to the auditory
cortex in the upper bank of the STS.

Significant differences between SAD and HC in face-voice-
integration were found bilaterally in the superior and middle
temporal gyri in the middle part of the STS (see Table 3 and
Figure 1A) with stronger audiovisual integration effects for SAD
while no areawith stronger integration effects forHCwas observed.
Anatomically, the significant clusters again map partially to the
auditory cortex (right STS: areasTE3>>TE1.2>>TE1.0>TE1.1; left
STS: areasTE3>>TE1.2>>TE1.0; fordetails seeTableS2), andagain
a large part of the cluster is positioned posterior and inferior to the
auditory cortex in the upper bank of the STS.

Further analyses indicated that the audiovisual integration
effect AV > max(A,V) was determined by the smaller difference
between AV and A stimulation than between AV and V in
almost all participants (right STS: 17/18 HC and 18/18 SAD, left
STS: 18/18 HC and 18/18 SAD). Additionally, the increased face-
voice-integration effect in SAD was statistically driven by
stronger increases for AV compared to A in SAD as compared
July 2020 | Volume 11 | Article 657
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to HC [right/left STS: t(34) = 5.6/5.0, both p < 0.001] while the
activation increase under bimodal stimulation as compared to
unimodal visual stimulation was decreased in SAD [right/left
STS: t(34) = 3.2/3.6, both p ≤ 0.003] (see Figure 1B, left). The size
of the face-voice-integration effect was linearly associated with
individual SA severity (right/left STS: r= 0.52/0.50, both p ≤
0.002) (see Figure 1B, right). The right as well as the left STS area
exhibited significant voice-sensitivity [both t(35) ≥ 8.7, both p <
0.001, one-tailed] with no significant difference between SAD
and HC {both abs[t(34)] ≤ 0.8, both p > 0.05}. In contrast, the
bilateral STS areas were not face-sensitive [both t(35) ≤ -3.6, both
p > 0.05, one-tailed], again without group difference {SAD vs.
HC, both abs[t(34)] ≤ 0.2, both p > 0.05}.

Spatial Analysis of Individual
Face-Voice-Integration Maxima
The centroid of integration maxima was found significantly
more anterior and inferior in SAD than HC in the right STS
Frontiers in Psychiatry | www.frontiersin.org 5
[SAD: 61.3x -12.0y 2.7z, HC: 59.3x -30.5y 8.3z; x: t(34) = 1.0, p >
0.05; y: t(34) = 5.3, p < 0.001; z: t(34) = 3.3, p = 0.011] and more
anterior in the left STS [SAD: -58.3x -18.5y 6.8z, HC: -57.3x
-29.3y 7.5z; x: t(34) =0.6, p > 0.05; y: t(34) = 3.0, p = 0.029; z: t(34) =
0.4, p > 0.05] (see Figure 2A). The individual locations of the face-
voice-integration maxima were linearly related to SA severity on the
y-axis and on the z-axis in the right STS (y-axis: r = 0.70, p < 0.001;
z-axis: r = 0.56, p = 0.002) (see Figures 2B, C).

Psycho-Physiological Interaction (PPI)
Analysis
During audiovisual stimulation the right STS exhibited greater
FC with the striate and superior peristriate visual cortex in the
cuneus and superior occipital gyrus (see Table 4 and Figure 3A)
while no significant modulations of FC during face-voice-
integration were observed for the left STS (see Table 4).
Anatomically, the significant occipital cluster corresponds
largely to area hOc1 (right > left) with small parts mapping to
areas hOc2, hOc3v/d and hOc4d (for details see Table S2).

The group effect was driven by greater increases in FC during
audiovisual stimulation as compared to visual and to auditory
stimulation [both t(34) ≥ 2.1, both p ≤ 0.046]. The FC increase
during face-voice-integration {i.e., AV-max(A,V) was significant
in SAD [t(17) = 6.4, p < 0.001] but not in HC [t(17) = 0.2, p >
0.05]}. The latter lack of a face-voice-integration effect in HC was
mainly based on a non-signicant increase in FC during
audiovisual than during visual stimulation [t(17) = 2.0, p >
0.05] whereas the FC increase for audiovisual compared to
auditory stimulation was significant [t(17) = 3.7, p = 0.002]
(see Figure 1B, left). The face-voice-integration effect was
positively correlated with individual SA severity (r= 0.56, p <
0.001) (see Figure 3B, right).

Validation and Post-Hoc Analyses
Most observed effects remained significant when general anxiety or
the individual movement parameters for the integration contrast
AV –max(A,V)were included as covariateswith the only exception
of the relationship between group and the position of the individual
integrationmaximumonthe z-axis in the right STSwhencorrecting
for general trait anxiety. Moreover, when the positions of the face-
voice-integration maxima were included as covariates, the
hemodynamic face-voice-integration effect remained significantly
associated with the diagnosis of SAD in the bilateral STS clusters
(for details see Supplemental Results).

Post-hoc follow-up analyses subsequent to the finding of
increased hemodynamic correlates of face-voice-integration in
SAD in the bilateral voice-sensitive midsection of the STS
confirmed that bilaterally the voice-sensitive temporal voice
area exhibited increased hemodynamic correlates of face-voice-
integration in SAD. Comparable effects were not observed in the
amygdalae or the canonical temporal face-sensitive cortex areas
(i.e., the fusiform face area and the posterior STS face area).
Moreover, the SAD-related increases in face-voice-integration
effects in the bilateral temporal voice areas were found to be
statistically stronger than in the amygdalae and the face-sensitive
cortex areas (for details see Supplemental Results).
TABLE 3 | Group differences (SAD vs. HC) in the cerebral correlates of face-
voice-integration [AV – max(A, V)].

SAD > HC Peak
coordinate

(x y z)

Z-score
(peak
voxel)

Cluster
size (vx)

p value
(FWEcorr)

R superior and middle
temporal gyri/R temporal
pole

60 -21 0 4.8 269 <0.001

L superior and middle
temporal gyri

-60 -21 6 4.5 186 0.001

L insula -27 24 3 4.2 37 0.30
L caudate nucleus -24 -12 30 4.2 46 0.20
L lingual gyrus -30 -51 0 4.0 22 0.56
R caudate nucleus 18 0 27 3.9 27 0.46
L calcarine cortex/L cuneus -15 -72 21 3.5 37 0.30
R calcarine cortex/R cuneus 18 -78 6 3.3 52 0.16
HC > SAD

No clusters
Voxel-wise random effects analysis. Results are shown at a threshold of P < 0.001,
uncorrected and a cluster size of >= 10 voxels. Reported p values are FWE-corrected for
multiple comparisons across the whole brain Voxel size: 3 x 3 x 3 mm³. R, right; L, left.
Coordinates refer to the MNI system.
TABLE 2 | Cerebral correlates of face-voice-integration [AV – max(A, V)] in the
whole study population.

Peak
coordinate

(x y z)

Z-score
(peak
voxel)

Cluster
size (vx)

p value
(FWEcorr)

R superior and middle
temporal gyri

54 -33 6 4.8 315 <0.001

L superior temporal gyrus/
L Rolandic operculum

-48 -24 12 3.71 66 0.09

L superior and middle
temporal gyri

-60 -45 9 3.53 20 0.61
Voxel-wise random effects analysis. Results are shown at a threshold of P < 0.001,
uncorrected and a cluster size of >= 10 voxels. Reported p values are FWE-corrected for
multiple comparisons across the whole brain. Voxel size: 3 x 3 x 3 mm³. R, right; L, left.
Coordinates refer to the MNI system.
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DISCUSSION

In the present study, we were able to demonstrate for the first
time that both, the intensity and also the topography of the
audiovisual integration of facial and vocal cues at the cerebral
level are specifically related to SAD irrespective of concomitantly
elevated levels of general anxiety. The response patterns in the
bilateral temporal cortex adjacent to the midsection of the STS
indicate that the increased face-voice-integration effect in SAD is
driven by a greater response increase for audiovisual as
compared to auditory stimuli. Moreover, based on the location
and response profiles with voice- but not face-sensitivity, this
area appears rather to be a part of the so-called temporal voice
area [TVA; (23, 32)] than the multimodal cortex of the pSTS
which additionally exhibits face-sensitivity (33). Thus, in
contrast to our a priori assumption, SAD-related face-voice-
integration effects occurred in a modality-selective rather than a
multimodal cortex area and were driven selectively by a greater
response increase in SAD through the addition of faces to voices
in this area while no comparable effect could be observed for the
comparison of face-voice-combinations and faces alone in this
area. Potentially, the combined perception of congruent signals
from voices and faces in contrast to voices alone, specifically
boosts this area's activation in SAD as an indicator of increased
salience of multimodal face-voice-combinations in comparison
to voices alone. This observation fits in well with and extends the
findings of previous studies with meta-analytic evidence for
assumedly salience-related increased hemodynamic responses
in the STS during unimodal face processing [e.g. (34)].
Further, our results extend findings from a recent fMRI study
demonstrating that increased hemodynamic responses in SAD
occur within the STS not only for unimodal faces in the face-
Frontiers in Psychiatry | www.frontiersin.org 6
sensitive area of the pSTS but also for unimodal voices in the
TVA (11).

Moreover, as the site of increased face-voice-integration
correlates corresponds well with the posterior maximum of the
TVA slightly medial of area TE3 in the temporal cortex (32),
increased extraction of meaningful patterns from the voice (35,
36) in the context of congruent face cues in SAD may provide an
explanation for the activation increase. And as there additionally
is a striking spatial convergence with the emotional voice area
(37), “meaningful” might well be equivalent with “emotional” in
this instance. Then again, keeping in mind that nonverbal
emotional signals are often perceived as threatening in SAD,
the observed phenomenon might be related to increased
extraction of signs of social threat from voices in the context of
faces. Further, the increased FC with the striate and upper
peristriate visual cortex may support this process potentially
indicating a contribution of visual cue characteristics to the
auditory information extraction. Dovetailing with this
interpretation, corresponding connectivity effects indicating an
auditory contribution to the processing of visual cues have been
reported (38, 39) suggesting a contribution of such crossmodal
effects even between cortical areas assumed to be unimodal
association areas during the processing of multimodal stimuli.
Interestingly, the connectivity effect did not occur in a face-
sensitive area but in a region which suggests that lower level visual
stimulus characteristics and not a holistic face representation
inform the increased extraction of auditory information.

Also, SAD-related increased hemodynamic activation during
audiovisual integration the voice-sensitive auditory association
cortex was statistically stronger than within the corresponding
face-sensitive cortices of the pSTS (40) and the fusiform gyrus
(41) where no comparable effects could be observed. And without
A

B

FIGURE 1 | Differences in audiovisual face-voice-integration between SAD and HC rendered onto the lateral aspects of a standard brain as well as sagittal and
transversal slices of the whole sample mean anatomy (A). Results shown at p < 0.05, cluster-size FWE-corrected for multiple comparisons across the whole brain at
a voxel-wise threshold of p < 0.001. Coordinates refer to the MNI system. Voxel size 3 x 3 x 3 mm3. The diagrams (B) illustrate the underlying activation differences
between audiovisual (AV), auditory (A) and visual (V) stimulation (left) as well as the correlation of the face-voice-integration effect with individual SA severity (LSAS,
right). Light columns refer to HC and dark columns to SAD. Error bars indicate the standard error of the mean.
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the aim of overinterpreting this response difference between voice-
and face-sensitive cortex areas, one may cautiously speculate on the
potential reason for this discrepancy. One explanation might be
found in the visual bias in emotion perception which manifests in a
greater ability to identify emotional information from the face
component than the voice component of audiovisual nonverbal
expressions [e.g., (42, 43)]. Therefore, one may assume that for the
contrast AV – A there is a greater gain in perceived nonverbal
information than for the contrast AV – V. Now, if this visual bias
was increased in SAD, this might potentially explain the observed
discrepancies between voice-sensitive or face-sensitive cortex areas.
Additionally, it could be speculated that a comparable SAD-related
integration effect in face-sensitive cortices might arise when the
Frontiers in Psychiatry | www.frontiersin.org 7
perceptual gain between AV and V is experimentally increased (e.g.,
through visual stimulus degradation).

Interestingly, this putative mechanism might also explain that
SAD-related activation increases during face-voice-integration in
SAD in the amygdalae were statistically weaker than in the voice-
sensitive midsection of the STS and did not reach any level of
significance. The amygdala has been discussed to be central in
the integration of stimulus salience across different nonverbal
communication channels (44). It could be argued that the visual
bias in the recognition of facial and vocal expressions might also
reflect greater stimulus salience of facial as compared to vocal
expressions. Accordingly, the considerable increase in expression
recognition rates for face-voice-combinations as compared to
voices and the much smaller increase for the comparison with
faces [e.g., (42, 43)] might correspond to equivalent increases in
stimulus salience. Fittingly, this hypothetical impact of a
potentially also SAD-related visual bias on the processing of
naturalistic nonverbal emotional signals could be tested with the
same experimental approach as described above.

The significant linear associations between the hemodynamic
and functional connectivity correlates of face-voice-integration
in the STS and SA severity suggest that they reflect spectral
cerebral features of SA in the population and are not necessarily
bound to the clinical significance of SA with a diagnosis of SAD.

The topographical analysis of the individual integration
maxima, unexpectedly, revealed an anteriorization of the
maximal integration effects along the STS irrespective of
individual movement patterns in the scanner as a second
component of the cerebral representation of face-voice-
A

B

C

FIGURE 2 | Spatial distribution of individual face-voice-integration maxima:
Group centroids (SAD = red and HC = blue) (A) and individual face-voice-
integration maxima (B) rendered onto the lateral aspects of a standard brain.
Individual maxima are color-coded in a red-yellow-white spectrum with dark
red indicating very low SA severity and white indicating very high SA severity.
(C) Association between SA severity and the position of the individual face-
voice-integration maximum within the right STS shown separately for the
three spatial dimensions. Coordinates refer to the MNI system.
TABLE 4 | Effect of SAD on face-voice-integration-related changes [AV – max(A,
V)] in functional connectivity (PPI).

Seed: right STS
SAD > HC

Peak
coordinate

(x y z)

Z-score
(peak
voxel)

Cluster
size (vx)

p value
(FWEcorr)

L middle frontal gyrus pars
orbitalis

-24 33 -3 4.7 12 0.80

R + L calcarine cortex/R
cuneus/R superior occipital
gyrus

18 -90 9 4.3 136 0.013

R Middle and superior
temporal gyrus

39 -51 6 4.1 78 0.08

R + L caudate nucleus 6 9 9 3.8 43 0.28
HC > SAD

No clusters
Seed: left STS
SAD > HC

L angular gyrus -48 -75 -30 3.8 12 0.8
R putamen/R globus pallidus 24 0 -6 3.6 12 0.8
HC > SAD

No clusters
Ju
ly 2020 | Vo
lume 11 |
Voxel-wise random effects analysis. Results are shown at a threshold of P < 0.001,
uncorrected and a cluster size of >= 10 voxels. Reported p values are FWE-corrected for
multiple comparisons across the whole brain Voxel size: 3 x 3 x 3 mm³. R, right; L, left.
Coordinates refer to the MNI system.
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integration in SAD. Validation analyses confirmed the
complimentary nature of the effects observed in the two
analyses focused on the magnitude and the location of face-
voice-integration effects. In other words, irrespective of the
location of the individual face-voice-integration maximum, SAD
is associated with increased hemodynamic face-voice-integration
correlates. Thus, the inclusion of this non-standard type of data
analysis in future studies may afford an additional informative
perspective on the cerebral representation of SAD but also other
psychiatric disorders and, keeping in mind the spectral nature of
the effect, potentially also individual psychometric characteristics.

And also from the point of view of sensory integration research,
these results might be relevant. It appears that the identical
mathematical measure of integration could reflect different
underlying neuronal processes: the integration of vocal and facial
expressions into a unified percept in the multisensory neurons of
the pSTS (14, 42) in healthy individuals as initially framed concept
based on electrophysiological studies, but also the increased
extraction of socially relevant information from voices in the
context of congruent facial cues in the TVA depending on
interindividual differences in SA. If this was the case, it would be
advisable to closely monitor SA and potentially other individual
psychometric characteristics as covariates in this area of research.

From the clinical perspective, our results suggest that SAD-
related cerebral alterations in social cognition exceed the
domains of unimodal social cue processing as previously
demonstrated for faces (11, 34) and voices (11), and also
encompass the process of multimodal integration of these
Frontiers in Psychiatry | www.frontiersin.org 8
signals. This finding not only corroborates the assumption of a
broader alteration in social cognition (34) but may also be helpful
for a deeper understanding of the cerebral underpinnings of SAD
pathogenesis and might bear implications of novel
therapeutic approaches.

Limitations and Perspectives
The present design established a clear link between SAD and the
increased hemodynamic integration correlates of vocal and facial
information. However, the functional relevance of the observed
activation patterns remains unclear. Therefore, further studies
including measures of SAD-related behaviors (e.g., cognitive
biases) are needed to elucidate if the observed effects
potentially reflect a consequence of dysfunctional perceptive
learning, either as correlates underpinning pathological
processes in convergence with current models of SA (4, 45), or
rather compensatory mechanisms against cognitive biases
through audiovisual integration of redundant social
information. Then again, the opposite might be true, and the
cerebral alterations could reflect a genetically determined factor
in voice and face processing (46, 47) as a predisposition for the
development of severe SA.

Including dynamic displays and several different types of
nonverbal expressions, the stimulus material was composed to
encompass a broad range of naturally occurring nonverbal social
communication. However, the study design does not allow the
differentiation between neutral and emotionally negatively or
positively valenced expressions all of which are subject to
A

B

FIGURE 3 | Differences in audiovisual face-voice-integration-related modulations of right STS FC between SAD and HC rendered onto the lateral aspects of a
standard brain as well as a sagittal slice of the whole sample mean anatomy (psychophysiological interaction analysis; seed region as depicted in Figure 1) (A).
Results shown at p < 0.05, cluster-size FWE-corrected for multiple comparisons across the whole brain at a voxel-wise threshold of p < 0.001. Coordinates refer to
the MNI system. Voxel size 3 x 3 x 3 mm3. The diagrams (B) illustrate the underlying differences in FC between audiovisual (AV), auditory (A) and visual (V) stimulation
(left) as well as the correlation of the face-voice-integration effect with individual SA severity (LSAS, right). Light columns refer to HC and dark columns to SAD. Error
bars indicate the standard error of the mean.
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negative cognitive biases (10, 48–52) but may be experienced as
socially threatening to a different degree. Therefore, more
research is needed to evaluate these factors with regard to their
influence on the observed effects.

Finally, two further points should be noted: First, the sample
size in our study was relatively small. Second, correction for
multiple comparisons based on cluster size in combination with
standard voxel-wise statistical thresholds in the SPM software
has been criticized as potentially too lenient with an increased
risk of false positives, especially in studies with weakly significant
results (53, 54). Therefore, a replication of the results in future
studies would be desirable to rule out the albeit relatively small
risk of false positives in the present study and obtain a more exact
estimate of the true effect sizes.
CONCLUSION

In summary, our study connected two important areas of
neuroscience: the research on threat-related signal processing in
SAD and the research on the sensory and perceptual integration of
signals from face and voice. We demonstrated increased
hemodynamic face-voice-integration correlates in SAD anterior to
the multisensory cortex of the pSTS within the TVA and a
concomitant increase in FC with the striate and peristriate visual
cortex. It appears plausible that these effects reflect increased
extraction of emotional information from voices supported by an
enhanced contribution of visual cue characteristics to voice
processing potentially also mirroring the neural processes
underlying increased salience of bimodal face-voice-combinations
as compared to voices alone in SAD. Further, our results show not
only an increase in the hemodynamic correlates of face-voice-
integration but also SAD-related crossmodal interactions in voice-
sensitive areas (i.e., the TVA) during the perception of naturalistic
dynamic face-voice-combinations. These are potentially indicative
of a shift of the intermodal balance between voice and face
processing during the perception of audiovisual nonverbal signals.
Validation in future studies provided, it is quite conceivable to
investigate the clinical and therapeutic relevance of this intermodal
imbalance for example in form of a perceptual training study aiming
to rebalance the processing of faces and voices. Moreover, the
topographic analysis highlighted the anteriorization of the
individual integration maxima as an additional component of
the cerebral representation of SAD and advocates this analysis
Frontiers in Psychiatry | www.frontiersin.org 9
type also for studies in other psychiatric disorders and individual
psychometric characteristics. Still, there remains the evident need
for further research to fully unravel the neural bases of the
multimodal integration of social threat and that of social threat
carrier signals like faces and voices in SA.
DATA AVAILABILITY STATEMENT

The datasets generated for this study are available on request to
the corresponding author.
ETHICS STATEMENT

The studies involving human participants were reviewed and
approved by Ethik-Kommission an der Medizinischen Fakultät
der Eberhard-Karls-Universität und am Universitätsklinikum
Tübingen. The patients/participants provided their written
informed consent to participate in this study.
AUTHOR CONTRIBUTIONS

BK, DW, ME, and CB conceived and designed the study. SW,
ML, TE, ME, CB, and BK acquired the data, and BK, DW, CB,
TE, SW, and AW analyzed and interpreted the data. BK drafted
the manuscript and all authors critically revised the manuscript.
FUNDING

This work was supported by grants of the Fortüne-Program of
the University of Tübingen (fortüne 1997-0-0, and fortüne 2140-
0-0) and the German Research Foundation Open Access
Publication Fund.
SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found online
at: https://www.frontiersin.org/articles/10.3389/fpsyt.2020.
00657/full#supplementary-material
REFERENCES

1. Öhman A. Face the beast and fear the face: animal and social fears as
prototypes for evolutionary analyses of emotion. Psychophysiology (1986) 23
(2):123–45. doi: 10.1111/j.1469-8986.1986.tb00608.x

2. Trower P, Gilbert P. New theoretical conceptions of social anxiety and social
phobia. Clin Psychol Rev (1989) 9(1):19–35. doi: 10.1016/0272-7358(89)
90044-5

3. Stein DJ, Ruscio AM, Lee S, Petukhova M, Alonso J, Andrade LH, et al.
Subtyping social anxiety disorder in developed and developing countries.
Depress Anxiety (2010) 27(4):390–403. doi: 10.1002/da.20639
4. Morrison AS, Heimberg RG. Social anxiety and social anxiety disorder. Annu
Rev Clin Psychol (2013) 9:249–74. doi: 10.1146/annurev-clinpsy-050212-
185631

5. Brühl AB, Delsignore A, Komossa K, Weidt S. Neuroimaging in social anxiety
disorder-a meta-analytic review resulting in a new neurofunctional model.
Neurosci Biobehav Rev (2014) 47:260–80. doi: 10.1016/j.neubiorev.2014.08.003

6. Etkin A, Wager TD. Functional neuroimaging of anxiety: a meta-analysis of
emotional processing in PTSD, social anxiety disorder, and specific phobia. Am
J Psychiatry (2007) 164(10):1476–88. doi: 10.1176/appi.ajp.2007.07030504

7. Miskovic V, Schmidt LA. Social fearfulness in the human brain. Neurosci
Biobehav Rev (2012) 36(1):459–78. doi: 10.1016/j.neubiorev.2011.08.002
July 2020 | Volume 11 | Article 657

https://www.frontiersin.org/articles/10.3389/fpsyt.2020.00657/full#supplementary-material
https://www.frontiersin.org/articles/10.3389/fpsyt.2020.00657/full#supplementary-material
https://doi.org/10.1111/j.1469-8986.1986.tb00608.x
https://doi.org/10.1016/0272-7358(89)90044-5
https://doi.org/10.1016/0272-7358(89)90044-5
https://doi.org/10.1002/da.20639
https://doi.org/10.1146/annurev-clinpsy-050212-185631
https://doi.org/10.1146/annurev-clinpsy-050212-185631
https://doi.org/10.1016/j.neubiorev.2014.08.003
https://doi.org/10.1176/appi.ajp.2007.07030504
https://doi.org/10.1016/j.neubiorev.2011.08.002
https://www.frontiersin.org/journals/psychiatry
http://www.frontiersin.org/
https://www.frontiersin.org/journals/psychiatry#articles


Kreifelts et al. Faces and Voices in SAD
8. Quadflieg S, Mohr A, Mentzel HJ, Miltner WH, Straube T. Modulation of the
neural network involved in the processing of anger prosody: the role of task-
relevance and social phobia. Biol Psychol (2008) 78(2):129–37. doi: 10.1016/
j.biopsycho.2008.01.014

9. Simon D, Becker M, Mothes-Lasch M, Miltner WH, Straube T. Loud and
angry: sound intensity modulates amygdala activation to angry voices in
social anxiety disorder. Soc Cognit Affect Neurosci (2017) 12(3):409–16.
doi: 10.1093/scan/nsw131

10. Kreifelts B, Brück C, Ritter J, Ethofer T, Domin M, Lotze M, et al. They are
laughing at me: cerebral mediation of cognitive biases in social anxiety. PloS
One (2014) 9(6):e99815. doi: 10.1371/journal.pone.0099815

11. Kreifelts B, Eckstein KN, Ethofer T, Wiegand A, Wachter S, Bruck C, et al.
Tuned to voices and faces: Cerebral responses linked to social anxiety.
Neuroimage (2019) 197:450–6. doi: 10.1016/j.neuroimage.2019.05.018

12. Peschard V, Maurage P, Philippot P. Towards a cross-modal perspective of
emotional perception in social anxiety: review and future directions. Front
Hum Neurosci (2014) 8:322. doi: 10.3389/fnhum.2014.00322

13. Klasen M, Chen YH, Mathiak K. Multisensory emotions: perception,
combination and underlying neural processes. Rev Neurosci (2012) 23
(4):381–92. doi: 10.1515/revneuro-2012-0040

14. Kreifelts B, Ethofer T. Voices in the context of human faces and bodies. In:
Frühholz S, Belin P, editors. The Oxford Handbook of Voice Perception.
Oxford: Oxford University Press (2018).

15. Loveland KA, Steinberg JL, Pearson DA, Mansour R, Reddoch S. Judgments of
auditory-visual affective congruence in adolescents with and without autism: a
pilot study of a new task using fMRI. Percept Mot Skills (2008) 107(2):557–75.
doi: 10.2466/pms.107.2.557-575

16. Müller VI, Cieslik EC, Kellermann TS, Eickhoff SB. Crossmodal emotional
integration in major depression. Soc Cognit Affect Neurosci (2014) 9(6):839–
48. doi: 10.1093/scan/nst057

17. Wittchen HU, Zaudig M, Fydrich T. Strukturiertes Klinisches Interview für
DSM-IV. Göttingen: Hogrefe (1997).

18. Stangier U, Heidenreich T. Die Liebowitz Soziale Angst-Skala (LSAS).
Göttingen: Hogrefe (2003).

19. Laux L, Glanzmann P, Schaffner P, Spielberger CD. Das State-Trait-
Angstinventar. Weinheim: Beltz (1981).

20. Lehrl S. Mehrfachwahl-Wortschatz-Intelligenztest MWT-B. Balingen: Spitta
Verlag (2005).

21. Oldfield RC. The assessment and analysis of handedness: the Edinburgh
inventory. Neuropsychologia (1971) 9(1):97–113. doi: 10.1016/0028-3932(71)
90067-4

22. Kreifelts B, Ethofer T, Huberle E, GroddW,Wildgruber D. Association of trait
emotional intelligence and individual fMRI-activation patterns during the
perception of social signals from voice and face. Hum Brain Mapp (2010) 31
(7):979–91. doi: 10.1002/hbm.20913

23. Belin P, Zatorre RJ, Lafaille P, Ahad P, Pike B. Voice-selective areas in human
auditory cortex. Nature (2000) 403(6767):309–12. doi: 10.1038/35002078

24. Epstein R, Harris A, Stanley D, Kanwisher N. The parahippocampal place
area: recognition, navigation, or encoding? Neuron (1999) 23(1):115–25. doi:
10.1016/S0896-6273(00)80758-8

25. Kanwisher N, McDermott J, Chun MM. The fusiform face area: a module in
human extrastriate cortex specialized for face perception. J Neurosci (1997) 17
(11):4302–11. doi: 10.1523/JNEUROSCI.17-11-04302.1997

26. Ethofer T, Bretscher J, Wiethoff S, Bisch J, Schlipf S, Wildgruber D, et al.
Functional responses and structural connections of cortical areas for
processing faces and voices in the superior temporal sulcus. Neuroimage
(2013) 76C:45–56. doi: 10.1016/j.neuroimage.2013.02.064

27. Kreifelts B, Jacob H, Bruck C, Erb M, Ethofer T, Wildgruber D. Non-verbal
emotion communication training induces specific changes in brain function
and structure. Front Hum Neurosci (2013) 7:648. doi: 10.3389/
fnhum.2013.00648

28. Friston KJ, Glaser DE, Henson RN, Kiebel S, Phillips C, Ashburner J. Classical
and Bayesian inference in neuroimaging: applications. Neuroimage (2002) 16
(2):484–512. doi: 10.1006/nimg.2002.1091

29. Eickhoff SB, Stephan KE, Mohlberg H, Grefkes C, Fink GR, Amunts K, et al. A
new SPM toolbox for combining probabilistic cytoarchitectonic maps and
Frontiers in Psychiatry | www.frontiersin.org 10
functional imaging data. Neuroimage (2005) 25(4):1325–35. doi: 10.1016/
j.neuroimage.2004.12.034

30. Haxby JV, Hoffman EA, Gobbini MI. The distributed human neural system
for face perception. Trends Cognit Sci (2000) 4(6):223–33. doi: 10.1016/S1364-
6613(00)01482-0

31. Gitelman DR, Penny WD, Ashburner J, Friston KJ. Modeling regional and
psychophysiologic interactions in fMRI: the importance of hemodynamic
deconvolution. Neuroimage (2003) 19(1):200–7. doi: 10.1016/S1053-8119(03)
00058-2

32. Pernet CR, McAleer P, Latinus M, Gorgolewski KJ, Charest I, Bestelmeyer PE,
et al. The human voice areas: Spatial organization and inter-individual
variability in temporal and extra-temporal cortices. Neuroimage (2015)
119:164–74. doi: 10.1016/j.neuroimage.2015.06.050

33. Kreifelts B, Ethofer T, Shiozawa T, Grodd W, Wildgruber D. Cerebral
representation of non-verbal emotional perception: fMRI reveals
audiovisual integration area between voice- and face-sensitive regions in the
superior temporal sulcus. Neuropsychologia (2009) 47(14):3059–66. doi:
10.1016/j.neuropsychologia.2009.07.001

34. Gentili C, Cristea IA, Angstadt M, Klumpp H, Tozzi L, Phan KL, et al. Beyond
emotions: A meta-analysis of neural response within face processing system in
social anxiety. Exp Biol Med (Maywood) (2016) 241(3):225–37. doi: 10.1177/
1535370215603514

35. Brück C, Kreifelts B, Wildgruber D. Emotional voices in context: a
neurobiological model of multimodal affective information processing. Phys
Life Rev (2011) 8(4):383–403. doi: 10.1016/j.plrev.2011.10.002

36. Schirmer A, Adolphs R. Emotion Perception from Face, Voice, and Touch:
Comparisons and Convergence. Trends Cognit Sci (2017) 21(3):216–28.
doi: 10.1016/j.tics.2017.01.001

37. Ethofer T, Bretscher J, Gschwind M, Kreifelts B, Wildgruber D, Vuilleumier P.
Emotional voice areas: anatomic location, functional properties, and
structural connections revealed by combined fMRI/DTI. Cereb Cortex
(2012) 22(1):191–200. doi: 10.1093/cercor/bhr113

38. Lewis R, Noppeney U. Audiovisual synchrony improves motion
discrimination via enhanced connectivity between early visual and auditory
areas. J Neurosci (2010) 30(37):12329–39. doi: 10.1523/JNEUROSCI.5745-
09.2010

39. Lu L, Liu B. Revealing the multisensory modulation of auditory stimulus in
degraded visual object recognition by dynamic causal modeling. Brain
Imaging Behav (2019). doi: 10.1007/s11682-019-00134-3

40. Bernstein M, Yovel G. Two neural pathways of face processing: A critical
evaluation of current models. Neurosci Biobehav Rev (2015) 55:536–46.
doi: 10.1016/j.neubiorev.2015.06.010

41. Kanwisher N, Yovel G. The fusiform face area: a cortical region specialized for
the perception of faces. Philos Trans R Soc Lond B Biol Sci (2006) 361
(1476):2109–28. doi: 10.1098/rstb.2006.1934

42. Kreifelts B, Ethofer T, Grodd W, Erb M, Wildgruber D. Audiovisual
integration of emotional signals in voice and face: an event-related fMRI
study. Neuroimage (2007) 37(4):1445–56. doi: 10.1016/j.neuroimage.
2007.06.020

43. Lambrecht L, Kreifelts B, Wildgruber D. Gender differences in emotion
recognition: Impact of sensory modality and emotional category. Cognit
Emot (2014) 28(3):452–69. doi: 10.1080/02699931.2013.837378

44. Ethofer T, Anders S, Erb M, Droll C, Royen L, Saur R, et al. Impact of voice on
emotional judgment of faces: an event-related fMRI study. Hum Brain Mapp
(2006) 27(9):707–14. doi: 10.1002/hbm.20212

45. Wong QJJ, Rapee RM. The aetiology andmaintenance of social anxiety disorder:
A synthesis of complimentary theoretical models and formulation of a new
integrated model. J Affect Disord (2016) 203:84–100. doi: 10.1016/
j.jad.2016.05.069

46. Grossmann T, Vaish A, Franz J, Schroeder R, Stoneking M, Friederici AD.
Emotional voice processing: investigating the role of genetic variation in the
serotonin transporter across development. PloS One (2013) 8(7):e68377.
doi: 10.1371/journal.pone.0068377

47. Verhallen RJ, Bosten JM, Goodbourn PT, Lawrance-Owen AJ, Bargary G,
Mollon JD. General and specific factors in the processing of faces. Vision Res
(2017) 141:217–27. doi: 10.1016/j.visres.2016.12.014
July 2020 | Volume 11 | Article 657

https://doi.org/10.1016/j.biopsycho.2008.01.014
https://doi.org/10.1016/j.biopsycho.2008.01.014
https://doi.org/10.1093/scan/nsw131
https://doi.org/10.1371/journal.pone.0099815
https://doi.org/10.1016/j.neuroimage.2019.05.018
https://doi.org/10.3389/fnhum.2014.00322
https://doi.org/10.1515/revneuro-2012-0040
https://doi.org/10.2466/pms.107.2.557-575
https://doi.org/10.1093/scan/nst057
https://doi.org/10.1016/0028-3932(71)90067-4
https://doi.org/10.1016/0028-3932(71)90067-4
https://doi.org/10.1002/hbm.20913
https://doi.org/10.1038/35002078
https://doi.org/10.1016/S0896-6273(00)80758-8
https://doi.org/10.1523/JNEUROSCI.17-11-04302.1997
https://doi.org/10.1016/j.neuroimage.2013.02.064
https://doi.org/10.3389/fnhum.2013.00648
https://doi.org/10.3389/fnhum.2013.00648
https://doi.org/10.1006/nimg.2002.1091
https://doi.org/10.1016/j.neuroimage.2004.12.034
https://doi.org/10.1016/j.neuroimage.2004.12.034
https://doi.org/10.1016/S1364-6613(00)01482-0
https://doi.org/10.1016/S1364-6613(00)01482-0
https://doi.org/10.1016/S1053-8119(03)00058-2
https://doi.org/10.1016/S1053-8119(03)00058-2
https://doi.org/10.1016/j.neuroimage.2015.06.050
https://doi.org/10.1016/j.neuropsychologia.2009.07.001
https://doi.org/10.1177/1535370215603514
https://doi.org/10.1177/1535370215603514
https://doi.org/10.1016/j.plrev.2011.10.002
https://doi.org/10.1016/j.tics.2017.01.001
https://doi.org/10.1093/cercor/bhr113
https://doi.org/10.1523/JNEUROSCI.5745-09.2010
https://doi.org/10.1523/JNEUROSCI.5745-09.2010
https://doi.org/10.1007/s11682-019-00134-3
https://doi.org/10.1016/j.neubiorev.2015.06.010
https://doi.org/10.1098/rstb.2006.1934
https://doi.org/10.1016/j.neuroimage.2007.06.020
https://doi.org/10.1016/j.neuroimage.2007.06.020
https://doi.org/10.1080/02699931.2013.837378
https://doi.org/10.1002/hbm.20212
https://doi.org/10.1016/j.jad.2016.05.069
https://doi.org/10.1016/j.jad.2016.05.069
https://doi.org/10.1371/journal.pone.0068377
https://doi.org/10.1016/j.visres.2016.12.014
https://www.frontiersin.org/journals/psychiatry
http://www.frontiersin.org/
https://www.frontiersin.org/journals/psychiatry#articles


Kreifelts et al. Faces and Voices in SAD
48. Bell C, Bourke C, Colhoun H, Carter F, Frampton C, Porter R. The
misclassification of facial expressions in generalised social phobia. J
Anxiety Disord (2011) 25(2):278–83. doi: 10.1016/j.janxdis.2010.
10.001

49. Gutiérrez-Garcı ́a A, Calvo MG. Social anxiety and threat-related
interpretation of dynamic facial expressions: Sensit ivity and
response bias. Pers Individ Dif (2017) 107:10–6. doi: 10.1016/j.paid.2016.
11.025

50. Peschard V, Philippot P. Overestimation of threat from neutral faces and
voices in social anxiety. J Behav Ther Exp Psychiatry (2017) 57:206–11.
doi: 10.1016/j.jbtep.2017.06.003

51. Machado-de-Sousa JP, Arrais KC, Alves NT, Chagas MH, de Meneses-
Gaya C, Crippa JA, et al. Facial affect processing in social anxiety: tasks
and stimuli. J Neurosci Methods (2010) 193(1):1–6. doi: 10.1016/
j.jneumeth.2010.08.013

52. Ritter J, Brück C, Jacob H, Wildgruber D, Kreifelts B. Laughter perception in
social anxiety. J Psychiatr Res (2015) 60C:178–84. doi: 10.1016/
j.jpsychires.2014.09.021
Frontiers in Psychiatry | www.frontiersin.org 11
53. Correction for Eklund, et al. Cluster failure: Why fMRI inferences for spatial
extent have inflated false-positive rates. Proc Natl Acad Sci U S A (2016) 113
(33):E4929. doi: 10.1073/pnas.1612033113

54. Eklund A, Nichols TE, Knutsson H. Cluster failure: Why fMRI inferences for
spatial extent have inflated false-positive rates. Proc Natl Acad Sci U S A (2016)
113(28):7900–5. doi: 10.1073/pnas.1602413113

Conflict of Interest: 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.

Copyright © 2020 Kreifelts, Ethofer, Wiegand, Brück, Wächter, Erb, Lotze and
Wildgruber. 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) and the
copyright owner(s) are credited and that the original publication 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.
July 2020 | Volume 11 | Article 657

https://doi.org/10.1016/j.janxdis.2010.10.001
https://doi.org/10.1016/j.janxdis.2010.10.001
https://doi.org/10.1016/j.paid.2016.11.025
https://doi.org/10.1016/j.paid.2016.11.025
https://doi.org/10.1016/j.jbtep.2017.06.003
https://doi.org/10.1016/j.jneumeth.2010.08.013
https://doi.org/10.1016/j.jneumeth.2010.08.013
https://doi.org/10.1016/j.jpsychires.2014.09.021
https://doi.org/10.1016/j.jpsychires.2014.09.021
https://doi.org/10.1073/pnas.1612033113
https://doi.org/10.1073/pnas.1602413113
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/psychiatry
http://www.frontiersin.org/
https://www.frontiersin.org/journals/psychiatry#articles

	The Neural Correlates of Face-Voice-Integration in Social Anxiety Disorder
	Introduction
	Materials and Methods
	Participants
	Ethics Statement
	Stimulus Material and Experimental Design
	Face-Voice-Integration Experiment
	Voice- and Face-Sensitivity Experiments

	Image Acquisition
	Analysis of Demographic and Psychometric Data
	Analysis of Imaging Data
	Psychophysiological Interaction (PPI) Analysis

	Results
	Sample Characteristics
	Voxel-Wise Analysis of Face-Voice-Integration
	Spatial Analysis of Individual Face-Voice-Integration Maxima
	Psycho-Physiological Interaction (PPI) Analysis
	Validation and Post-Hoc Analyses

	Discussion
	Limitations and Perspectives

	Conclusion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	Funding
	Supplementary Material
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


