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Instructed fear, which denotes fearful emotions learned from others’ verbal instructions,
is an important form of fear acquisition in humans. Maladaptive instructed fear produces
detrimental effects on health, but little is known about performing an efficient regulation
of instructed fear and its underlying neural substrates. To address this question,
26 subjects performed an instructed fear task where emotional experiences and
functional neuroimages were recorded during watching, explicit regulation (calmness
imagination), and implicit regulation (calmness priming) conditions. Results indicated that
implicit regulation decreased activity in the left amygdala and left insula for instructed
fear; however, these effects were absent in explicit regulation. The implementation
of implicit regulation did not increase activity in the frontoparietal control regions,
while explicit regulation increased dorsolateral prefrontal cortex activity. Furthermore,
implicit regulation increased functional connectivity between the right amygdala and
right fusiform gyrus, and decreased functional connectivity between the right medial
temporal gyrus and left inferior frontal gyrus, which are key nodes of memory retrieval
and cognitive control networks, respectively. These findings suggest a favourable effect
of implicit regulation on instructed fear, which is subserved by less involvement of
control-related brain mechanisms.
Keywords: implicit emotion regulation, instructed fear, fMRI, functional connectivity, amygdala

INTRODUCTION
‘Nian’ is a ferocious monster in a Chinese fairy tale, which is said to devour people in the evening
before the Spring Festival. Although no one has seen the Nian, the ancient Chinese fear Nian so
much, that they set off firecrackers to drive it away on the eve of the Spring Festival. Such fear
learned from the verbal instruction of threat from others, is termed instructed fear (Phelps et al.,
2001; Olsson and Phelps, 2007). As an important form of social learning of fear, the instructional
learning of fear can be a robust and stable cause of fear (Koban et al., 2017). Olsson and Phelps
(2007) demonstrated that instructional pathways to fear can also have strong effects compared to
those of other pathways to fear (e.g., by classical conditioning or observation).
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Delgado et al., 2008; Sarinopoulos et al., 2009; Ma et al., 2013).
Decreased activation of the amygdala and insula is associated
with reduced negative emotion (Delgado et al., 2008; Goldin
et al., 2008). These findings indicate that the amygdala and
insula are essential neural substrates mediating fear elicitation
and extinction, irrespective of how fear is elicited. Thus, amygdala
and insula activity should be used to evaluate the intensity and
regulation of instructed fear responses.
In this study, we used a calmness imagination task and a
synonym matching task to initiate explicit emotion regulation
(EER) and implicit emotion regulation (IER), respectively. The
explicit and IER paradigms have proven effective in decreasing
amygdala activity linked with fear-conditioned stimuli (Delgado
et al., 2008) and in reducing the electrophysiological responses
to gains and losses (Yang et al., 2014), respectively. In order
to compare the cognitive cost of regulating fear explicitly and
implicitly, we examined differences in activity changes in the
typical frontoparietal cognitive control regions, including the
dorsolateral prefrontal cortex (dlPFC), dorsal anterior cingulate
cortex (dACC), and inferior parietal lobule (IPL) (Ochsner et al.,
2002; Lewis and Miall, 2003; Harvey et al., 2005; Dosenbach et al.,
2008; Goldin et al., 2008; Vincent et al., 2008; Niendam et al.,
2012; Power and Petersen, 2013).
Research has demonstrated that imagination strategies are
effective for emotion regulation (Wolpe, 1961; Kalisch et al.,
2006; Delgado et al., 2008; Goldin et al., 2008). However, explicit
imagination is an effortful strategy, whose execution comes at the
cost of increasing cognitive load (Ochsner et al., 2002; Goldin
et al., 2008; Hutcherson et al., 2012). Therefore, we predicted
that the implementation of EER might be accompanied by
substantial involvement of cognitive control regions. By contrast,
IER has proven valid in reducing stress or frustration-related
physiological activity (Mauss et al., 2007; Eder, 2011; Yuan
et al., 2015a) without maladaptive cardiovascular consequences
or cognitive resource depletion (Bonanno et al., 2004; Mauss
et al., 2007; Fiori, 2009; Gyurak et al., 2011). Based on these
findings, we predicted that IER may decrease activity in the
amygdala and insula without increasing activity in cognitive
control regions (e.g., dlPFC, ACC, and IPL), a beneficial effect
most likely absent during EER. Moreover, we conducted brain
network analyses to explore the neural mechanisms underlying
the emotion regulation effects of IER. Specifically, according
to the evidence reviewed above, we predicted that functional
coupling subserving cognitive control that is centred in the
prefrontal cortex may be enhanced during EER, an effect that
should be absent during IER.

Maladaptive instructed fear produces detrimental effects
on health, such as distorting environmental perception
and disruption of normal functioning (Olsson and Phelps,
2007) or generating excessive fear associated with phobic
and post-traumatic stress disorders (Etkin and Wager, 2007;
Jovanovic et al., 2010). Instructed fear also produces long-lasting
emotional impact, resistance to the extinction procedure, and
contributes to the development of anxiety disorders (Field
and Storksen-Coulson, 2007; Bublatzky et al., 2014). However,
little is known about the regulation of instructed fear and its
neural underpinnings.
Emotion regulation is critical to avoid the adverse effects
of abnormal fear, which can be realized by both explicit and
implicit processes (Gyurak et al., 2011). The explicit form of
emotion regulation is implemented with explicit regulatory goals.
For example, Delgado et al. (2008) instructed participants to
regulate their conditioned fear responses by imagining something
calming in nature during emotion regulation trials, which
successfully diminished fear responses but increased cognitive
cost. Although the effect of explicit imagination on conditioned
fear has been demonstrated, the effectiveness of this strategy
relative to that of regulation of instructed fear learning remains
unknown. Implicit emotion regulation can be defined as a process
that aims to modify the quality, intensity, or duration of an
emotional response without the need for conscious supervision
and explicit intentions, thus requiring little cognitive cost (Koole
and Rothermund, 2011). Implicit emotion regulation is often
realized through unconscious goal pursuit. For example, Yang
et al. (2014) found that priming emotion regulation reduced
emotional responses to both gains and losses without the cost of
cognitive resources. In order to identify an appropriate form of
emotion regulation for instructed fear, we aimed to investigate
the regulatory effects and cognitive cost of explicit and implicit
emotion regulation on instructed fear using a classic instructed
fear paradigm (Phelps et al., 2001; Olsson and Phelps, 2007).
Previous functional magnetic resonance imaging (fMRI)
studies have shown that the amygdala and insula are key
regions involved in the social learning of fear, including
both observational and instructional forms of fear acquisition
(Funayama et al., 2001; Phelps et al., 2001; Mechias et al.,
2010; Maier et al., 2014; McMenamin et al., 2014). Phelps et al.
(2001) observed an enhanced activity in the left amygdala in
a threat condition relative to a security condition using the
instructed fear paradigm, suggesting that one function of the
amygdala is the expression of instructed fear. Researchers also
suggest that the amygdala is a key brain region mediating
social learning of fear and maintaining vigilance to potential
danger (Funayama et al., 2001; Phelps et al., 2001; Butler et al.,
2007; Mechias et al., 2010). Moreover, the insular cortex is
considered to convey the cortical representation of social learning
of fear to the amygdala (Phelps et al., 2001; Butler et al., 2007)
and is implicated in anticipation of harmful stimuli (Olsson
and Phelps, 2007). Previous research on conditioned fear has
consistently demonstrated that the amygdala and insula are
robustly activated when watching a threat-conditioned stimulus
(CS+) relative to a safety-conditioned stimulus (CS−) (Etkin and
Wager, 2007; Olsson and Phelps, 2007; Salomons et al., 2007;
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MATERIALS AND METHODS
Participants
We determined the sample size based on a priori power analysis
using G-power software (Faul et al., 2009). We specified a
moderate effect size of 0.25, as reported in related IER research
by Tupak et al. (2014), statistical power set at 0.8 to 0.9, and a
moderate correlation (0.5) among the repeated measurements,
which yielded a recommended sample size of 19–24. Thus, we
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electrodes were attached to their left wrist. In order to convince
participants that shocks might occur in the experiment, we used
electric shock equipment (Inui et al., 2002, 2005) (intraepidermal
electrical stimuli, IES) to test the maximum intensity of the shock
that participants could stand. Participants were informed that the
electrode attached to their wrist would be used to deliver the
maximum electric shocks one to three times during the threat
condition. Two coloured squares were used as the conditioned
threat or safety signal, respectively. For instance, the presentation
of a blue square signalled potential shock, thus serving as the
CS +, while yellow square presentation signalled safety, thus
serving as the CS–. The colours representing threat and safety
were counterbalanced across subjects. Although participants
believed they would occasionally be shocked, neither CS+ nor
CS− was paired with a shock throughout the experiment to avoid
a learning effect.
A mixed fMRI design was used to induce instructed fear
and to assess the regulatory effects of explicit and implicit
regulation strategies (Figure 1A). The experiment included
three 8-min runs. Each run consisted of three blocks, i.e.,
two emotion regulation blocks (explicit and implicit) and one
watching block. Blocks were randomly intermixed during the
presentation. Each block included four threat and four safety
trials. Trial order within each block was pseudo-randomized.
This experiment consisted of 72 instructed threat or safety
trials in total.
Each block (Figure 1B) began with two SMT trials that primed
participants with either a goal of emotion regulation (calmness)
or neutral concepts. Specifically, the IER block was always paired
with calmness-related priming, and the other two conditions
were paired with neutral concepts. In the SMT task, participants
saw a target idiom at the top of the computer screen and two
probe idioms at the left and right side of the bottom of the screen.
Subjects had 4 s to indicate which one of the two probe idioms
was the synonym of the target idiom by pressing buttons (1 = left
and 2 = right). Half of the matching idioms were presented on
the right side of the screen, and half of them were presented
on the left side.
After the SMT trials, a 2-s word cue was presented before
the safety or threat trials in each block. The cues reminded
participants of the task to either ‘ATTEND’ or ‘IMAGINE.’ The
‘IMAGINE’ cue was always presented in the explicit regulation
blocks, informing participants to imagine something in nature
when viewing the CS. For example, participants could think of an
image of the ocean or a blue sky when viewing the blue square,
and they could think of canola flower fields when viewing the
yellow square. In implicit and watching blocks, the ‘ATTEND’ cue
instructed the participants to attend to their natural feelings to
the presented CS. Then, a blue or yellow square, which signalled
threat or safety, respectively, was presented for 4 s in the centre of
a grey background. The inter-trial interval (ITI) varied among 6,
8, and 10 s. Each trial concluded with a 4-s scale, which required
participants to rate their experienced fear on a 7-point scale
(1 = not fearful at all; 7 = extremely fearful). Each block concluded
with a 4-s scale requiring participants to assess ‘how they attended
to their feelings to the stimulus’ (watching or implicit regulation
conditions) or ‘how successful was the imagination’ (explicit

recruited 26 right-handed college students who were paid to
participate in the study (15 males; average age = 20.91 years). All
participants were instructed to complete the State-trait Anxiety
Inventory (Spielberger, 1983) and Beck Depression Inventory
(Beck et al., 1961). Three participants were removed from data
analysis because they doubted the truth of the instructions (two)
or reported anxiety and depression (one). The remaining 23
participants (12 males; average age = 20.96 years, SE = 0.350) had
normal vision with or without correction; reported no history of
psychiatric disorders, medical disorders, or medication use; and
provided written informed consent. This study was approved by
the local ethical committee of Southwest University for human
brain research. The experimental procedure was in accordance
with the ethical principles of the 1964 Declaration of Helsinki.

Experimental Materials
IER was primed by the Synonym Matching Task (SMT), as
this task has been verified to successfully prime IER (Yang
et al., 2014). To attribute the emotion regulation effect in the
implicit condition to idioms of calmness priming rather than
to SMT itself, the SMT with neutral idioms was also used
in the control conditions. In total, 54 Chinese four-character
idioms were included in the SMT and were classified into two
categories according to their meaning, i.e., emotion regulation
and neutral idioms. The emotion regulation idioms included 12
idioms that were selected from popular Chinese sayings. These
idioms either advised people to keep calm in the face of any
consequence or calm down by accepting irrevocable outcomes
(e.g.,
, which means keeping calm in an emergency). The
neutral idioms were unrelated to emotion regulation (e.g.,
,
which means right now). The 54 idioms thus included 6 pairs of
calmness-related synonyms, 12 pairs of neutral synonyms, and 18
distracting idioms, which formed 6 calmness-related SMT trials,
and 12 neutral SMT trials. Three runs were conducted. Each run
included two emotion regulation blocks (explicit and implicit)
and one watching block. Each block included four threat and
four safety trials. Each implicit regulation, explicit regulation, or
watching block started with two SMT trials related or unrelated
to calmness priming, respectively. Idioms used in SMT were not
repeated to avoid habituation during this experiment.
All 54 idioms were evaluated using a 9-point scale by an
independent sample of subjects (14 females, 7 males; mean age
24 ± 2.1 years), for valence (1 = extremely negative to 5 = neutral
to 9 = extremely positive), arousal (1 = extremely calm to
9 = extremely exciting), and familiarity (1 = extremely unfamiliar
to 9 = extremely familiar) dimensions. An independentsample t-test revealed that there were no significant differences
between the emotion regulation and neutral idioms in the
three dimensions [valence: 6.64 ± 0.99 vs. 5.94 ± 1.27,
t(52) = 1.75, p = 0.09; arousal: 5.46 ± 0.80 vs. 5.87 ± 0.67,
t(52) = −1.75, p = 0.09; familiarity: 7.47 ± 0.63 vs. 7.51 ± 0.42,
t(52) = −0.3, p = 0.77].

Experimental Procedure and Design
A classic instructed fear paradigm was used to evoke socially
instructed fear (Phelps et al., 2001; Olsson and Phelps, 2004,
2007; Butler et al., 2007). After subjects lay in an MRI scanner,
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FIGURE 1 | Schematic illustration of the experimental streamline. (A) An example of the event organisation in a run. (B) An example of behavioural procedure of a
block.

regulation condition) during the square presentation using a
7-point scale (1 = not at all; 7 = fully attentive/successful).

Brain imaging data were acquired with a Siemens 3T
scanner (Siemens Magnetom Trio TIM, Erlangen, Germany).
Anatomical images were collected with a T1-weighted protocol
(TR = 1,900 ms, TE = 2.52 ms, FA = 9◦ , matrix = 64 × 64,
FOV = 256 × 256 mm2 , voxel size = 1 × 1 × 1 mm3 ). The
fMRI images were collected with an echo-planar imaging
(EPI) sequence (TR = 2 s, TE = 30 ms, flip angle = 75◦ ,
matrix size = 64 × 64, FOV = 220 × 220 mm2 , voxel
size = 3.4 × 3.4 × 3 mm3 , slices = 32). Before the scanning, all
subjects were instructed to remain still and motionless during
fMRI scanning. Stimulus presentation and behavioural data
acquisition were obtained using E-prime (1.0) software.
Each functional run was subjected to preprocessing steps using
DPABI (Yan and Zang, 2010) software: slice-timing, realignment,
normalizing to MNI space using with the structure information
from coregistration, and segmentation and spatial smoothing
with a Gaussian kernel (8 mm FWHM).
Statistical analysis of the preprocessed functional data was
performed in statistical parametric mapping (SPM8)1 and
custom-written programs in Matlab. In the first-level analysis,
the three functional scanning runs were modelled in one general
linear model. Six periods of interest (‘watch’ CS+, ‘watch’ CS-,
‘implicit’ CS+, ‘implicit’ CS−, ‘explicit’ CS+, and ‘explicit’ CS−)
were included in the model to compute linear contrast maps. Six
realignment parameters were further included as regressors of no
interest to account for head motion effects. The resulted design
matrix was then filtered with a high-pass of 128 s.
The major goal of this fMRI study was to characterize the
response profile of the implicit and EER in fear-generative and

cognitive control-related regions. To this end, region of interest
analysis (ROI) was next conducted. Given our a priori hypothesis
regarding increased activity in the amygdala and insula during
the contrast threat versus safety, we set the amygdala and
insula as the ROIs. ROI analyses of the amygdala (Ball et al.,
2007; Kim and Whalen, 2009) and insula (Semendeferi and
Damasio, 2000; Craig and Craig, 2009; Chang et al., 2012) were
defined anatomically based on Anatomical Automatic Labeling
(Tzourio-Mazoyer et al., 2002).
We also tested whether the activity of cognitive control-related
regions varied with IER and EER. The ROIs of the inferior
parietal lobule (IPL) were defined using the anatomy toolbox
in SPM8 (Eickhoff et al., 2005; Wang et al., 2015). The dlPFC
was defined by a mask of Brodmann areas 9 and 46 (Fink et al.,
1999; Ragland et al., 2012). For dACC, a sphere ROI was defined
based on the coordinates (Talairach coordinates: x = 0, y = 12,
z = 42) from a prior meta-analysis (Shackman et al., 2011) using
a 10 mm radius. Percent signal change (PSC) for each ROI was
then extracted using MarsBaR (Brett et al., 2002).
The emotional effects of instructed fear were operationally
defined by the behavioural or PSC contrast values (Garfinkel
et al., 2014) (CS+ versus CS−). We then compared emotional
effects in four regions (bilateral amygdala and bilateral insula)
and the effects of cognitive cost in five regions (bilateral dlPFC,
bilateral IPL, and dACC) in respective ROIs across the three
conditions (watching, implicit, and explicit). All p-values were
adjusted with Bonferroni–Holm method (Holm, 1979; Benjamini
and Yekutieli, 2001; Storey, 2003; Storey and Tibshirani, 2003;
Penders et al., 2010).
We used the CONN toolbox (version 16)2 in MATLAB
to perform task-related functional connectivity (FC) across
the three conditions. There were 229 ROIs included in our
analysis: 227 of them belonged to the networks divided by

1

2

fMRI Acquisition and Analysis
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revealed that the subjects’ subjective ratings were significantly
higher than chance level [watching: 5.26 vs. 4.00, t(22) = 5.55,
p < 0.001; implicit: 5.40 vs. 4.00, t(22) = 6.34, p < 0.001; explicit:
5.02 vs. 4.00, t(22) = 4.38, p < 0.001, Figure 2C], confirming
that subjects followed instructions successfully in watching,
explicit, and implicit conditions during the square presentation.
Moreover, we examined whether there were differences in
the instruction compliance among the watching, implicit, and
explicit conditions. One-way ANOVA revealed similar ratings
across these three conditions [F(2,44) = 1.71, p = 0.193]. This
suggested that subjects did follow the instructions similarly across
the three conditions.

Power and Petersen (2013), and the remaining two were the
amygdala and insula defined anatomically based on Anatomical
Automatic Labeling (Tzourio-Mazoyer et al., 2002). These 227
ROIs were assigned to several functional networks, comprising
low-level input and output networks (visual, auditory, and
sensorimotor networks), subcortical nodes, the default mode
network (DMN), ventral and dorsal attention networks (VAN
and DAN), and cognitive control networks (frontal-parietal
network, FPN; cingulo-opercular network, CON; salience
network, SN) (Cole et al., 2013.; Mohr et al., 2016). Regional
time series within each of these 229 ROIs were extracted from
the preprocessed fMRI data at an individual level. The task
onset times were modelled, and covariates of no interest were
regressed out using a component-based noise correction method
(CompCor) (Behzadi et al., 2007).
Time series of voxels within 229 ROIs were averaged, and
those average time series were correlated with each other.
The resulting correlation coefficients were Fisher z-transformed
to normalize their distribution. The computed ROI-to-ROI
connectivity matrices of each participant were entered into the
second-level group analysis via a 3-by-2 ANOVA. False positives
in this network analysis were controlled by false discovery rate
(FDR) of P < 0.05. Based on the survival of 3-by-2 interactions,
planned comparisons for each FC were conducted by testing how
the FC intensity differences in threat relative to safety trials varied
among watching, explicit, or implicit regulation conditions.

Emotion Regulation Effects on
Subjective Experience
There were no significant differences among watching,
explicit, and implicit conditions in experienced fear ratings
[F(2,44) = 1.13, p = 0.33], suggesting that explicit and implicit
regulation did not significantly reduce experienced emotions.

Emotion Regulation Effects in Bilateral
Amygdala and Insula
The emotional effects in the bilateral amygdala and insula
were analyzed with a repeated measures ANOVA (strategy type:
watching, implicit, explicit). A significant main effect of type of
strategy [F(2,44) = 3.92, p = 0.027, η2 p = 0.151] was observed in
the left amygdala but not in the right amygdala [F(2,44) = 1.603,
p = 0.213]. The PSC in the left amygdala was significantly higher
in watching than in implicit regulation condition (p = 0.009,
Figures 3D,E), suggesting that IER by calmness priming was
linked with decreased emotion effects in left amygdala activation
relative to that for the watching condition. No significant
differences were observed when comparing watching and explicit
conditions (p = 0.29, Figure 3E).
There was a significant main effect of strategy type in left insula
activation [F(2,44) = 4.80, p = 0.013, η2 p = 0.179]. The PSC was
smaller in the implicit than in watching (p = 0.006, Figure 4E) or
explicit (p = 0.045, Figure 4E) conditions in the left insula, and
showed a trend toward significance in the right insula (implicit
vs. watching, p = 0.07, Figure 4F; implicit vs. explicit, p = 0.059,
Figure 4F). Complementing these results, the direct CS+ vs.
CS− comparison during implicit condition was insignificant in
bilateral insula (p > 0.05, Figure 4D). There were no significant
differences between watching and explicit conditions in bilateral
insula activity (ps > 0.05, Figures 4E,F).

RESULTS
Manipulation Check
We first examined whether the instructed fear paradigm
successfully induced fear emotion. At the behavioural level,
we conducted a paired-samples t-test of emotional experience
between CS+ and CS− in the watching condition, where emotion
effects were free of regulatory influences. The CS+ (M = 3.33,
SE = 0.36) vs. CS− [M = 1.89, SE = 0.20, t(22) = 4.81,
p < 0.001, Figure 2A] contrast was significant, and all subjects
reported feeling greater fear during CS+ trials. At PSC, we
observed significant CS+ relative to CS− differences in bilateral
amygdala [left: t(22) = 2.89, p = 0.016, Figures 3A,B; right:
t(22) = 2.09, p = 0.048, Figures 3A,C] and bilateral insula areas
with greater activity [left: t(22) = 3.96, p = 0.009, Figures 4A,B;
right: t(22) = 3.34, p = 0.004, Figures 4A,C] in ‘attend’ CS+
than in ‘attend’ CS−. These results consistently indicated that
the instructed fear paradigm successfully induced fear at both
experiential and physiological levels.
The second manipulation check aimed to examine whether
subjects successfully accessed calmness-related information by
critical SMT. We calculated the accuracy of synonym matching
in the implicit regulation condition. The accuracy versus chance
level of 50% contrast was highly significant [0.92 vs. 0.5,
t(22) = 18.18, p < 0.001, Figure 2B], confirming that the priming
of calmness-related meanings was successful.
The third manipulation check examined how successfully
the subjects followed instructions to attend to their feelings or
perform imagination to the coloured squares. One-sample t-test
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Cognitive Cost Effects in the Activity of
Cognitive Control-Related Regions
The activity of cognitive control-related regions was analysed
with repeated measures ANOVA (strategy type: watching,
implicit, and explicit). A significant main effect of strategy type
[F(2,44) = 4.01, p = 0.025, η2 p = 0.154] was observed in the
left dlPFC and bilateral IPL [left: F(2,44) = 7.00, p = 0.002,
η2 p = 0.241; right: F(2,44) = 8.83, p = 0.001, η2 p = 0.286].
The PSC of the left dlPFC was significantly higher in explicit
than in watching conditions (p = 0.013, Figure 5B), while there
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FIGURE 2 | Behavioural data. (A) Mean ratings of negative experience for CS+ and CS− trials during watching condition. (B) The accuracy in the synonym
matching task was significantly higher than chance levels during the implicit regulation condition. (C) Similar ratings of instruction compliance across three
conditions. **p < 0.01, n.s. denotes not significant.

FIGURE 3 | (A–C) The watching condition showed higher BOLD signal changes during CS+ relative to CS– in the left and the right amygdala. (D) The IER conditions
showed similar BOLD responses in the bilateral amygdala during CS+ vs. CS–. (E) The IER but not EER demonstrated significantly reduced PSC values (CS+ minus
CS–) in the left amygdala relative to that for the watching condition. Error bars = SEM, *p < 0.05, **p < 0.01, n.s. denotes not significant.

p = 0.008, Figure 5E) and watching conditions (left: p = 0.003,
Figure 5D; right: p < 0.001, Figure 5E). In addition, ANOVA
revealed similar activities across watching, explicit, and implicit

were no significant differences between watching and implicit
conditions. For bilateral IPL, the PSC was significantly smaller
in implicit than in explicit (left: p = 0.012, Figure 5D; right:

Frontiers in Neuroscience | www.frontiersin.org

6

March 2020 | Volume 14 | Article 201

Zhang et al.

Implicit Regulation of Instructed Fear

FIGURE 4 | (A–C) The watching condition showed higher BOLD signal changes in the left and right insula during CS+ vs. CS– trials. (D) The IER condition showed
similar BOLD responses in bilateral insula during CS+ vs. CS– trials. (E,F) The comparison of BOLD signal changes across watching, IER, and EER conditions in the
left and right insula. Error bars denote SEM, *p < 0.05, **p < 0.01, #0.05 < p ≤ 0.07; n.s., not significant.

conditions in the dACC [F(2, 44) = 1.04, p = 0.36, Figure 5A]
and right dlPFC [F(2,44) = 2.65, p = 0.08, Figure 5C]. These
results suggest that explicit regulation by calmness imagination
increased cognitive cost (in the left dlPFC), whereas implicit
regulation of instructed fear by calmness priming worked
without increasing cognitive cost in dACC, bilateral dlPFC, and
bilateral IPL activation.

of instructed fear compared to that for the watching condition,
whereas EER failed to show a similar regulatory effect. Moreover,
IER did not increase activity across the frontoparietal control
network (dACC, bilateral dlPFC) and reduced bilateral inferior
parietal lobe activity compared to that for the watching condition.
In contrast, EER increased activity of the left dlPFC compared
to that for the watching condition. These results suggest that
IER by calmness priming reduced neural activation related to
instructed fear without increasing cognitive costs, which are often
evident during EER.
We did not observe significant regulatory effects of IER
on subjective emotional experiences. Previous studies have
suggested that IER is more effective at decreasing physiological
aspects of negative emotions but is less effective at reducing
negative subjective experiences (Williams et al., 2009; Ding
et al., 2015; Yuan et al., 2015a). This may be attributed to
the subjects’ unawareness of emotion regulation operations. It
has also been indicated that the actions of an implicit mind
precede the arrival of an explicit mind (Bargh and Morsella, 2008;
Damasio, 2012). Thus, IER may decrease physiological reactions
first, before its later modulation on subjective experience.
The subjective experience and physiological reactions are not
synchronized in time because they are considered to be two
separate components of emotional episodes (Abelson and Curtis,
1989; Campbell and Ehlert, 2012).
We observed a significant emotion regulation effect of
IER in decreasing activity of the left amygdala and left

Task-Related FC Analyses
As stated above, we were mainly interested in the comparison of
IER and EER relative to watching conditions, to explore the brain
network mechanisms of IER and EER. The results of comparing
IER versus watching conditions revealed significantly decreased
FC between the right MTG and left IFGoperc, and significantly
increased FC between the right amygdala and right fusiform
gyrus (see Table 1 and Figure 6A). There were three significantly
increased FCs for the contrast of EER versus watching conditions
(see Table 1 and Figure 6B), including the FCs between SMG and
putamen, SMG and pallidum, and MTG and MFG.

DISCUSSION
The present study examined the emotional consequences,
cognitive cost, and neural network bases of IER and EER during
the regulation of instructed fear. We observed that IER decreased
left amygdala and left insula activity related to the elicitation

Frontiers in Neuroscience | www.frontiersin.org

7

March 2020 | Volume 14 | Article 201

Zhang et al.

Implicit Regulation of Instructed Fear

FIGURE 5 | BOLD signal changes in key regions of the frontoparietal control network, including dorsal anterior cingulate cortex (dACC; A), bilateral dlPFC (B,C), and
IPL (D,E) across watching, IER, and EER conditions. It is notable that EER increased activity in the left dlPFC and bilateral IPL compared to that during watching or
IER; while IER relative to watching showed similar or reduced activity in these regions. Error bars denote SEM, ∗ p < 0.05, ∗∗ p < 0.01, n.s., not significant.

IER has been verified to work at little cost of cognitive effort
(Gyurak et al., 2011). Thus, its emotion regulation utility should
be unaffected by cognitive resource availability. Consistently,
we observed decreased activity in the bilateral IPL during IER
relative to watching. The IPL is a key node of the dorsal attention
network (Zhang and Li, 2014), and is concerned with multiple
aspects of sensory processing (Clower et al., 2001; Cabeza et al.,
2008; Uncapher and Wagner, 2009) and preparing or applying
stimulus selection (Corbetta and Shulman, 2002; Cabeza et al.,
2008; Egner et al., 2008; Xu and Chun, 2009). Moreover, the IPL
may play a role in the formation of pain memory (Upadhyay
et al., 2016). This evidence implies that the implementation of

insula. Abundant studies have indicated that the activation
of the left amygdala and left insula decreases in successful
negative emotion regulation (Phillips et al., 1998; Delgado
et al., 2008; Goldin et al., 2008; Diekhof et al., 2011; Giuliani
et al., 2011; Kamphausen et al., 2013; Lutz et al., 2013).
Specifically, the left amygdala (rather than right amygdala) is
particularly involved in the cognitive representation of fear
when a stimulus is alerted (Morris et al., 1998) and learnt
verbally (Funayama et al., 2001; Phelps et al., 2001; Olsson
and Phelps, 2004), and left amygdala activity positively predicts
the expression of fear responses measured by skin conductance
(Funayama et al., 2001). The reduction in insula activity in
response to negative stimuli is also related to a decrease in
experienced emotional intensity (Wager et al., 2004, 2011;
Schienle et al., 2013). For instance, a decrease in insula activation
predicted placebo analgesia (Wager et al., 2011), and placebo
eliminated bilateral insula activity for disgust-inducing pictures
(Schienle et al., 2013). Considering the important role of the
insular cortex in the anticipation of negative events and in
conveying cortical representation of fear into the amygdala
(Shi and Davis, 1999; Phelps et al., 2001; Herwig et al.,
2007a,b; Olsson and Phelps, 2007), we propose that implicit
calmness priming may reduce participants’ anticipation of
potential threats, consequently leading to reduced subcortical
emotional arousal as measured by fear-specific activation in
the left amygdala.
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TABLE 1 | Planned comparisons of functional connectivity strength.
FC

t-value

R MTG - L IFGoperc

−5.05

R FFG - R Amygdala

5.04

L SMG - L Putamen

4.98

Implicit vs. watching

Explicit vs. watching
L SMG - R Pallidum

4.92

L MTG - R MFG

4.64

MFG, Middle frontal gyrus; IFGoperc, inferior frontal gyrus, opercular part; SMG,
SupraMarginal gyrus; FFG, fusiform gyrus; MTG, middle temporal gyrus.
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FIGURE 6 | Functional connectivity patterns of the contrast IER (A) and EER (B) versus watching condition. The connections (edges) between ROIs marked in red
show greater FC strength during IER or EER relative to that during watching; those marked in blue show weaker FC strength during IER or EER relative to that during
watching. MFG, middle frontal gyrus; IFGoperc, inferior frontal gyrus, opercular part; SMG, supramarginal gyrus; FFG, fusiform gyrus; MTG, middle temporal gyrus.

Further, instructed threat may cause anticipated fear or anxiety,
which narrows attention and enhances sensitivity to potential
danger cues (Cornwell et al., 2011). Since many cognitive
resources are occupied by anticipated fear or anxiety, there may
be insufficient cognitive resources left for successful imagination
of calming situations in the face of fear-conditioned stimuli (Vohs
and Heatherton, 2000; Mennin et al., 2005; Shiota and Levenson,
2009). This most likely explains the failure of guided imagination
in regulating instructed fear.
FC analysis showed different brain network mechanisms
underpinning IER and EER. For the contrast of IER versus
watching condition, the intensity of FC between the right
fusiform gyrus (FFG) and right amygdala was increased, while
the intensity of FC between the middle temporal gyrus (MTG)
and opercular part of the inferior frontal gyrus (IFGoperc)
was decreased. The fusiform gyrus plays an important role
in decoding facial emotions (McCarthy et al., 1997; Kawasaki
et al., 2012). Further, Luo et al. (2004) reported that the
fusiform gyrus was modulated by emotional valance of words
during unconscious repetition priming. Given the important
role of FFG in affective priming, the increased FC between
the FFG and amygdala identified in this study suggests that
IER alleviates fear responses by calmness priming. In addition,
prior studies indicate that MTG as a key node of the memory
retrieval system (Rolls, 2000) is functionally correlated with the
neural networks underpinning controlled retrieval of semantic
information, including the inferior frontal gyrus (Davey et al.,
2016). In addition, it has been indicated that IFGoperc belongs
to the task control network (Power and Petersen, 2013). In
this regard, decreased MTG-IFGoperc functional connectivity
during IER vs. watching contrast suggests that IER by calmness
priming reduced instructed fear-related neural activity without
substantial cooperative involvement of control and memoryrelated networks.

IER should have dulled subjects’ anticipation of instructed threat
in the experiment, consequently reducing bilateral IPL activity.
Taken together, these findings suggest that IER by calmness
priming did not increase the cost of attention and cognitive
resources during emotion regulation as measured by dACC,
bilateral dlPFC, and bilateral IPL activity.
Concerning EER, we observed no significant reduction in the
amygdala and insula but observed higher activity of the left dlPFC
during explicit vs. watching conditions. This was consistent with
prior findings of increased cognitive demands during intentional
emotion regulation (Yuan et al., 2015b). Neuroimaging studies
have reported that dlPFC activity increases with cognitive loads,
such as increased amount of information held in memory (Braver
et al., 1997; Cohen et al., 1997; Jonides et al., 1997; Jansma
et al., 2000; Altamura et al., 2007). This is consistent with earlier
findings that the implementation of EER increased cognitive costs
(Ochsner et al., 2002; Goldin et al., 2008; Hutcherson et al., 2012).
However, previous studies reported that guided imagination can
reduce the feeling of conditioned fear effectively (Delgado et al.,
2008), but we did not replicate this effect in this study. One
possible reason is that unlike conditioned fear, instructed fear is
an emotional learning response formed by language processing
and emotional memory (Olsson and Phelps, 2007). Extensive
evidence suggests that instructed fear activates memory-related
brain regions (Mechias et al., 2010), and the use of guided
imagination also requires memory resources in the meantime.
Therefore, a competition for cognitive resources may arise in this
case. Another difference between instructed fear and conditioned
fear is that the former involves a conscious appraisal of threat,
which comprises explicit knowledge of the CS–UCS contingency
and consequential cognitive elaborations about the CS and its
implications (Mechias et al., 2010). Previous studies have revealed
that information about the CS–US contingency prior to fear
conditioning enhanced fear responses (Javanbakht et al., 2017).
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There were three increased FCs during EER than during
the watching condition: FCs between the left supramarginal
gyrus (SMG) and two nodes (left putamen and right pallidum),
and FC between the left MTG and right middle frontal
gyrus (MFG). The left SMG plays an important role in the
controlled processing of semantic information, such as the
operation of verbal working memory and word recognition
(Stoeckel et al., 2009; Sliwinska et al., 2012; Deschamps et al.,
2014). In addition, the putamen and pallidum are considered
motor control networks of the basal ganglia (Robinson et al.,
2009). The MTG and MFG have been shown to play an
important role in cognitive control networks underpinning task
switching (De Baene and Brass, 2013). Taken together, these
enhanced FCs that belong to various control systems indicate
that the implementation of EER involved more cooperative
operations of cognitive control networks, which were absent in
the IER condition.
In summary, the current study demonstrated that implicit
regulation reduced instructed fear-related neural activity in the
left amygdala and left insula, while this emotion regulation
effect was absent during explicit regulation. Further, IER did
not increase cognitive cost compared to that for the watching
condition in key nodes of the frontoparietal control network,
while EER increased left dlPFC activity. This favourable effect
of implicit regulation on instructed fear was mediated by
enhanced FC between the FFG and amygdala, and decreased
FC between the MTG and IFGoperc, two neural networks
subserving semantic priming and controlled memory selection,
respectively. However, this study has the following limitations.
Firstly, only Chinese college students participated in this study,
hence the result may be lack of representative. Secondly, the
duration of EER for threat was relatively short and consistent in
current study. Previous studies have shown that the duration of
exposure plays an important role in systematic desensitization
(Watts, 1979). The duration time should be considered as a
factor of explicit regulation in further study when compared with
implicit regulation.

DATA AVAILABILITY STATEMENT

REFERENCES

Benjamini, Y., and Yekutieli, D. (2001). The control of the false discovery rate
in multiple testing under dependency. Ann. Stat. 29, 1165–1188. doi: 10.1186/
1471-2105-9-114
Bonanno, G. A., Papa, A., Lalande, K., Westphal, M., and Coifman, K. (2004).
The importance of being flexible: the ability to both enhance and suppress
emotional expression predicts long-term adjustment. Psychol. Sci. 15, 482–487.
doi: 10.1111/j.0956-7976.2004.00705.x
Braver, T. S., Cohen, J. D., Nystrom, L. E., Jonides, J., Smith, E. E., and Noll, D. C.
(1997). A parametric study of prefrontal cortex involvement in human working
memory. Neuroimage 5, 49–62. doi: 10.1006/nimg.1996.0247
Brett, M., Anton, J.-L., Valabregue, R., and Poline, J.-B. (2002). Region of interest
analysis using the MarsBar toolbox for SPM 99. Neuroimage 16:S497.
Bublatzky, F., Gerdes, A. B., and Alpers, G. W. (2014). The persistence of socially
instructed threat: two threat−of−shock studies. Psychophysiology 51, 1005–
1014. doi: 10.1111/psyp.12251
Butler, T., Pan, H., Tuescher, O., Engelien, A., Goldstein, M., Epstein, J., et al.
(2007). Human fear-related motor neurocircuitry. Neuroscience 150, 1–7. doi:
10.1016/j.neuroscience.2007.09.048
Cabeza, R., Ciaramelli, E., Olson, I. R., and Moscovitch, M. (2008). The parietal
cortex and episodic memory: an attentional account. Nat. Rev. Neurosci. 9,
613–625. doi: 10.1038/nrn2459

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 the local ethical committee of the Southwest
University for human brain research. The patients/participants
provided their written informed consent to participate in
this study. Written informed consent was obtained from the
individual(s) for the publication of any potentially identifiable
images or data included in this article.

AUTHOR CONTRIBUTIONS
YZ and SC completed the data analysis and wrote the manuscript.
ZD conducted the experiments and performed the data analysis.
JYa assisted in the experimental operation. JYu proposed the
study, wrote the manuscript, and supervised all the research. All
authors approved the final version of the manuscript.

FUNDING
This work was supported by the National Natural
Science Foundation of China (Grant numbers 31871103,
31671164, and 31971018).

ACKNOWLEDGMENTS
The authors thank Ayan Cai, Quanshan Long, and Xiang Li for
their help with the experimental operation.

Abelson, J. L., and Curtis, G. C. (1989). Cardiac and neuroendocrine responses
to exposure therapy in height phobics: desynchrony within the ‘physiological
response system’. Behav. Res. Ther. 27, 561–567. doi: 10.1016/0005-7967(89)
90091-0
Altamura, M., Elvevåg, B., Blasi, G., Bertolino, A., Callicott, J. H., Weinberger, D. R.,
et al. (2007). Dissociating the effects of Sternberg working memory demands
in prefrontal cortex. Psychiatry Res. 154, 103–114. doi: 10.1016/j.pscychresns.
2006.08.002
Ball, T., Rahm, B., Eickhoff, S. B., Schulze-Bonhage, A., Speck, O., and Mutschler,
I. (2007). Response properties of human amygdala subregions: evidence based
on functional MRI combined with probabilistic anatomical maps. PLoS One
2:e307. doi: 10.1371/journal.pone.0000307
Bargh, J. A., and Morsella, E. (2008). The unconscious mind. Perspect. Psychol. Sci.
3, 73–79.
Beck, A. T., Ward, C. H., Mendelson, M., Mock, J., and Erbaugh, J. (1961). An
inventory for measuring depression. Arch. Gen. Psychiatry 4, 561–571.
Behzadi, Y., Restom, K., Liau, J., and Liu, T. T. (2007). A component based
noise correction method (CompCor) for BOLD and perfusion based fMRI.
Neuroimage 37, 90–101. doi: 10.1016/j.neuroimage.2007.04.042

Frontiers in Neuroscience | www.frontiersin.org

10

March 2020 | Volume 14 | Article 201

Zhang et al.

Implicit Regulation of Instructed Fear

Campbell, J., and Ehlert, U. (2012). Acute psychosocial stress: does the
emotional stress response correspond with physiological responses?
Psychoneuroendocrinology 37, 1111–1134. doi: 10.1016/j.psyneuen.2011.12.010
Chang, L. J., Yarkoni, T., Khaw, M. W., and Sanfey, A. G. (2012). Decoding the role
of the insula in human cognition: functional parcellation and large-scale reverse
inference. Cereb. Cortex 23, 739–749. doi: 10.1093/cercor/bhs065
Clower, D. M., West, R. A., Lynch, J. C., and Strick, P. L. (2001). The inferior
parietal lobule is the target of output from the superior colliculus, hippocampus,
and cerebellum. J. Neurosci. 21, 6283–6291. doi: 10.1523/jneurosci.21-1606283.2001
Cohen, J. D., Perlstein, W. M., Braver, T. S., Nystrom, L. E., Noll, D. C., Jonides, J.,
et al. (1997). Temporal dynamics of brain activation during a working memory
task. Nature 386, 604–608. doi: 10.1038/386604a0
Cole, M. W., Reynolds, J. R., Power, J. D., Repovs, G., Anticevic, A., and Braver, T. S.
(2013). Multi-task connectivity reveals flexible hubs for adaptive task control.
Nat. Neurosci. 16, 1348–1355. doi: 10.1038/nn.3470
Corbetta, M., and Shulman, G. L. (2002). Control of goal-directed and stimulusdriven attention in the brain. Nat. Rev. Neurosci. 3, 201–215. doi: 10.1038/
nrn755
Cornwell, B. R., Alvarez, R. P., Lissek, S., Kaplan, R., Ernst, M., and Grillon,
C. (2011). Anxiety overrides the blocking effects of high perceptual load on
amygdala reactivity to threat-related distractors. Neuropsychologia 49, 1363–
1368. doi: 10.1016/j.neuropsychologia.2011.02.049
Craig, A. D., and Craig, A. (2009). How do you feel–now? The anterior insula and
human awareness. Nat. Rev. Neurosci. 10, 59–70. doi: 10.1038/nrn2555
Damasio, A. R. (2012). Self Comes to Mind: Constructing the Conscious Brain.
New York, NY: Vintage.
Davey, J., Thompson, H. E., Hallam, G., Karapanagiotidis, T., Murphy, C., De Caso,
I., et al. (2016). Exploring the role of the posterior middle temporal gyrus in
semantic cognition: integration of anterior temporal lobe with goal-oriented
cognition. Neuroimage 137, 165–177. doi: 10.1016/j.neuroimage.2016.05.051
De Baene, W., and Brass, M. (2013). Switch probability context (in) sensitivity
within the cognitive control network. Neuroimage 77, 207–214. doi: 10.1016/
j.neuroimage.2013.03.057
Delgado, M. R., Nearing, K. I., LeDoux, J. E., and Phelps, E. A. (2008). Neural
circuitry underlying the regulation of conditioned fear and its relation to
extinction. Neuron 59, 829–838. doi: 10.1016/j.neuron.2008.06.029
Deschamps, I., Baum, S. R., and Gracco, V. L. (2014). On the role of the
supramarginal gyrus in phonological processing and verbal working memory:
evidence from rTMS studies. Neuropsychologia 53, 39–46. doi: 10.1016/j.
neuropsychologia.2013.10.015
Diekhof, E. K., Geier, K., Falkai, P., and Gruber, O. (2011). Fear is only as deep
as the mind allows: a coordinate-based meta-analysis of neuroimaging studies
on the regulation of negative affect. Neuroimage 58, 275–285. doi: 10.1016/j.
neuroimage.2011.05.073
Ding, N. X., Yang, J. M., Liu, Y. Y., and Yuan, J. J. (2015). Paying less but harvesting
more: the effect of unconscious acceptance in regulating frustrating emotion.
Sci. China Life Sci. 58, 799–809. doi: 10.1007/s11427-015-4875-7
Dosenbach, N. U., Fair, D. A., Cohen, A. L., Schlaggar, B. L., and Petersen, S. E.
(2008). A dual-networks architecture of top-down control. Trends Cogn. Sci.
12, 99–105. doi: 10.1016/j.tics.2008.01.001
Eder, A. B. (2011). Control of impulsive emotional behaviour through
implementation intentions. Cogn. Emot. 25, 478–489. doi: 10.1080/02699931.
2010.527493
Egner, T., Monti, J. M., Trittschuh, E. H., Wieneke, C. A., Hirsch, J., and
Mesulam, M.-M. (2008). Neural integration of top-down spatial and featurebased information in visual search. J. Neurosci. 28, 6141–6151. doi: 10.1523/
JNEUROSCI.1262-08.2008
Eickhoff, S. B., Stephan, K. E., Mohlberg, H., Grefkes, C., Fink, G. R., Amunts, K.,
et al. (2005). A new SPM toolbox for combining probabilistic cytoarchitectonic
maps and functional imaging data. Neuroimage 25, 1325–1335. doi: 10.1016/j.
neuroimage.2004.12.034
Etkin, A., and Wager, T. D. (2007). Functional neuroimaging of anxiety: a metaanalysis of emotional processing in PTSD, social anxiety disorder, and specific
phobia. Am. J. Psychiatry 164, 1476–1488. doi: 10.1176/appi.ajp.2007.07030504
Faul, F., Erdfelder, E., Buchner, A., and Lang, A. G. (2009). Statistical power
analyses using G∗ Power 3.1: tests for correlation and regression analyses. Behav.
Res. Methods 41, 1149–1160. doi: 10.3758/BRM.41.4.1149

Frontiers in Neuroscience | www.frontiersin.org

Field, A. P., and Storksen-Coulson, H. (2007). The interaction of pathways to fear
in childhood anxiety: a preliminary study. Behav. Res. Ther. 45, 3051–3059.
doi: 10.1016/j.brat.2007.09.001
Fink, G. R., Marshall, J. C., Halligan, P. W., Frith, C. D., Driver, J., Frackowiak,
R. S., et al. (1999). The neural consequences of conflict between intention and
the senses. Brain 122, 497–512. doi: 10.1093/brain/122.3.497
Fiori, M. (2009). A new look at emotional intelligence: a dual-process framework.
Pers. Soc. Psychol. Rev. 13, 21–44. doi: 10.1177/1088868308326909
Funayama, E. S., Grillon, C., Davis, M., and Phelps, E. A. (2001). A double
dissociation in the affective modulation of startle in humans: effects of
unilateral temporal lobectomy. J. Cogn. Neurosci. 13, 721–729. doi: 10.1162/
08989290152541395
Garfinkel, S. N., Abelson, J. L., King, A. P., Sripada, R. K., Wang, X., Gaines,
L. M., et al. (2014). Impaired contextual modulation of memories in PTSD: an
fMRI and psychophysiological study of extinction retention and fear renewal.
J. Neurosci. 34, 13435–13443. doi: 10.1523/JNEUROSCI.4287-13.2014
Giuliani, N. R., Drabant, E. M., Bhatnagar, R., and Gross, J. J. (2011). Emotion
regulation and brain plasticity: expressive suppression use predicts anterior
insula volume. Neuroimage 58, 10–15. doi: 10.1016/j.neuroimage.2011.06.028
Goldin, P. R., McRae, K., Ramel, W., and Gross, J. J. (2008). The neural bases
of emotion regulation: reappraisal and suppression of negative emotion. Biol.
Psychiatry 63, 577–586. doi: 10.1016/j.biopsych.2007.05.031
Gyurak, A., Gross, J. J., and Etkin, A. (2011). Explicit and implicit emotion
regulation: a dual-process framework. Cogn. Emot. 25, 400–412. doi: 10.1080/
02699931.2010.544160
Harvey, P.-O., Fossati, P., Pochon, J.-B., Levy, R., LeBastard, G., Lehéricy, S.,
et al. (2005). Cognitive control and brain resources in major depression: an
fMRI study using the n-back task. Neuroimage 26, 860–869. doi: 10.1016/j.
neuroimage.2005.02.048
Herwig, U., Abler, B., Walter, H., and Erk, S. (2007a). Expecting unpleasant
stimuli–an fMRI study. Psychiatry Res. 154, 1–12. doi: 10.1016/j.pscychresns.
2006.02.007
Herwig, U., Kaffenberger, T., Baumgartner, T., and Jäncke, L. (2007b). Neural
correlates of a ‘pessimistic’attitude when anticipating events of unknown
emotional valence. Neuroimage 34, 848–858. doi: 10.1016/j.neuroimage.2006.
09.035
Holm, S. (1979). A simple sequentially rejective multiple test procedure. Scand. J.
Stat. 6, 65–70.
Hutcherson, C. A., Plassmann, H., Gross, J. J., and Rangel, A. (2012).
Cognitive regulation during decision making shifts behavioral control between
ventromedial and dorsolateral prefrontal value systems. J. Neurosci. 32, 13543–
13554. doi: 10.1523/jneurosci.6387-11.2012
Inui, K., Tran, T. D., Hoshiyama, M., and Kakigi, R. (2002). Preferential stimulation
of Aδ fibers by intra-epidermal needle electrode in humans. Pain 96, 247–252.
doi: 10.1016/s0304-3959(01)00453-5
Inui, K., Tsuji, T., and Kakigi, R. (2005). Temporal analysis of cortical mechanisms
for pain relief by tactile stimuli in humans. Cereb. Cortex 16, 355–365. doi:
10.1093/cercor/bhi114
Jansma, J. M., Ramsey, N. F., Coppola, R., and Kahn, R. S. (2000). Specific versus
nonspecific brain activity in a parametric N-back task. Neuroimage 12, 688–697.
doi: 10.1006/nimg.2000.0645
Javanbakht, A., Duval, E. R., Cisneros, M. E., Taylor, S. F., Kessler, D., and Liberzon,
I. (2017). Instructed fear learning, extinction, and recall: additive effects of
cognitive information on emotional learning of fear. Cogn. Emot. 31, 980–987.
doi: 10.1080/02699931.2016.1169997
Jonides, J., Schumacher, E. H., Smith, E. E., Lauber, E. J., Awh, E., Minoshima, S.,
et al. (1997). Verbal working memory load affects regional brain activation as
measured by PET. J. Cogn. Neurosci. 9, 462–475. doi: 10.1162/jocn.1997.9.4.462
Jovanovic, T., Norrholm, S. D., Blanding, N. Q., Davis, M., Duncan, E., Bradley,
B., et al. (2010). Impaired fear inhibition is a biomarker of PTSD but not
depression. Depress. Anxiety 27, 244–251. doi: 10.1002/da.20663
Kalisch, R., Wiech, K., Critchley, H. D., and Dolan, R. J. (2006). Levels of
appraisal: a medial prefrontal role in high-level appraisal of emotional material.
Neuroimage 30, 1458–1466. doi: 10.1016/j.neuroimage.2005.11.011
Kamphausen, S., Schröder, P., Maier, S., Bader, K., Feige, B., Kaller, C. P., et al.
(2013). Medial prefrontal dysfunction and prolonged amygdala response during
instructed fear processing in borderline personality disorder. World J. Biol.
Psychiatry 14, 307–318. doi: 10.3109/15622975.2012.665174

11

March 2020 | Volume 14 | Article 201

Zhang et al.

Implicit Regulation of Instructed Fear

Kawasaki, H., Tsuchiya, N., Kovach, C. K., Nourski, K. V., Oya, H., Howard, M. A.,
et al. (2012). Processing of facial emotion in the human fusiform gyrus. J. Cogn.
Neurosci. 24, 1358–1370. doi: 10.1162/jocn_a_00175
Kim, M. J., and Whalen, P. J. (2009). The structural integrity of an amygdala–
prefrontal pathway predicts trait anxiety. J. Neurosci. 29, 11614–11618. doi:
10.1523/JNEUROSCI.2335-09.2009
Koban, L., Jepma, M., Geuter, S., and Wager, T. D. (2017). What’s in a word? How
instructions, suggestions, and social information change pain and emotion.
Neurosci. Biobehav. Rev. 81(Pt A), 29–42. doi: 10.1016/j.neubiorev.2017.02.014
Koole, S. L., and Rothermund, K. (2011). “I feel better but I don’t know why”:
the psychology of implicit emotion regulation. Cogn. Emot. 25, 389–399. doi:
10.1080/02699931.2010.550505
Lewis, P. A., and Miall, R. C. (2003). Distinct systems for automatic and
cognitively controlled time measurement: evidence from neuroimaging. Curr.
Opin. Neurobiol. 13, 250–255. doi: 10.1016/s0959-4388(03)00036-9
Luo, Q., Peng, D., Jin, Z., Xu, D., Xiao, L., and Ding, G. (2004). Emotional valence
of words modulates the subliminal repetition priming effect in the left fusiform
gyrus: an event-related fMRI study. Neuroimage 21, 414–421. doi: 10.1016/j.
neuroimage.2003.09.048
Lutz, J., Herwig, U., Opialla, S., Hittmeyer, A., Jäncke, L., Rufer, M., et al.
(2013). Mindfulness and emotion regulation—an fMRI study. Soc. Cogn. Affect.
Neurosci. 9, 776–785.
Ma, Q., Huang, Y., and Wang, L. (2013). Left prefrontal activity reflects the
ability of vicarious fear learning: a functional near-infrared spectroscopy study.
ScientificWorldJournal 2013:652542. doi: 10.1155/2013/652542
Maier, S., Szalkowski, A., Kamphausen, S., Feige, B., Perlov, E., Kalisch, R., et al.
(2014). Altered cingulate and amygdala response towards threat and safe cues
in attention deficit hyperactivity disorder. Psychol. Med. 44, 85–98. doi: 10.1017/
S0033291713000469
Mauss, I. B., Cook, C. L., and Gross, J. J. (2007). Automatic emotion regulation
during anger provocation. J. Exp. Soc. Psychol. 43, 698–711. doi: 10.1016/j.jesp.
2006.07.003
McCarthy, G., Puce, A., Gore, J. C., and Allison, T. (1997). Face-specific processing
in the human fusiform gyrus. J. Cogn. Neurosci. 9, 605–610. doi: 10.1162/jocn.
1997.9.5.605
McMenamin, B. W., Langeslag, S. J., Sirbu, M., Padmala, S., and Pessoa, L. (2014).
Network organization unfolds over time during periods of anxious anticipation.
J. Neurosci. 34, 11261–11273. doi: 10.1523/JNEUROSCI.1579-14.2014
Mechias, M.-L., Etkin, A., and Kalisch, R. (2010). A meta-analysis of instructed
fear studies: implications for conscious appraisal of threat. Neuroimage 49,
1760–1768. doi: 10.1016/j.neuroimage.2009.09.040
Mennin, D. S., Heimberg, R. G., Turk, C. L., and Fresco, D. M. (2005). Preliminary
evidence for an emotion dysregulation model of generalized anxiety disorder.
Behav. Res. Ther. 43, 1281–1310. doi: 10.1016/j.brat.2004.08.008
Mohr, H., Wolfensteller, U., Betzel, R. F., Mišiæ, B., Sporns, O., Richiardi, J.,
et al. (2016). Integration and segregation of large-scale brain networks during
short-term task automatization. Nat. Commun. 7:13217. doi: 10.1038/ncomms
13217
Morris, J. S., Öhman, A., and Dolan, R. J. (1998). Conscious and unconscious
emotional learning in the human amygdala. Nature 393, 467–470. doi: 10.1038/
30976
Niendam, T. A., Laird, A. R., Ray, K. L., Dean, Y. M., Glahn, D. C., and Carter,
C. S. (2012). Meta-analytic evidence for a superordinate cognitive control
network subserving diverse executive functions. Cogn. Affect. Behav. Neurosci.
12, 241–268. doi: 10.3758/s13415-011-0083-5
Ochsner, K. N., Bunge, S. A., Gross, J. J., and Gabrieli, J. D. (2002). Rethinking
feelings: an FMRI study of the cognitive regulation of emotion. J. Cogn.
Neurosci. 14, 1215–1229. doi: 10.1162/089892902760807212
Olsson, A., and Phelps, E. A. (2004). Learned fear of “unseen” faces after Pavlovian,
observational, and instructed fear. Psychol. Sci. 15, 822–828. doi: 10.1111/j.
0956-7976.2004.00762.x
Olsson, A., and Phelps, E. A. (2007). Social learning of fear. Nat. Neurosci. 10,
1095–1102.
Penders, J., Thijs, C., Mommers, M., Stobberingh, E. E., Dompeling, E., Reijmerink,
N. E., et al. (2010). Host-microbial interactions in childhood atopy: toll-like
receptor 4 (TLR4), CD14, and fecal Escherichia coli. J. Allergy Clin. Immunol.
125, 231.e1–236.e5. doi: 10.1016/j.jaci.2009.10.011

Frontiers in Neuroscience | www.frontiersin.org

Phelps, E. A., O’Connor, K. J., Gatenby, J. C., Gore, J. C., Grillon, C., and Davis, M.
(2001). Activation of the left amygdala to a cognitive representation of fear. Nat.
Neurosci. 4, 437–441. doi: 10.1038/86110
Phillips, M. L., Young, A. W., Scott, S., Calder, A. J., Andrew, C., Giampietro, V.,
et al. (1998). Neural responses to facial and vocal expressions of fear and disgust.
Proc. R. Soc. Lond. B Biol. Sci. 265, 1809–1817. doi: 10.1098/rspb.1998.0506
Power, J. D., and Petersen, S. E. (2013). Control-related systems in the human brain.
Curr. Opin. Neurobiol. 23, 223–228. doi: 10.1016/j.conb.2012.12.009
Ragland, J. D., Blumenfeld, R. S., Ramsay, I. S., Yonelinas, A., Yoon, J., Solomon,
M., et al. (2012). Neural correlates of relational and item-specific encoding
during working and long-term memory in schizophrenia. Neuroimage 59,
1719–1726. doi: 10.1016/j.neuroimage.2011.08.055
Robinson, S., Basso, G., Soldati, N., Sailer, U., Jovicich, J., Bruzzone, L., et al. (2009).
A resting state network in the motor control circuit of the basal ganglia. BMC
Neurosci. 10:137. doi: 10.1186/1471-2202-10-137
Rolls, E. T. (2000). Memory systems in the brain. Annu. Rev. Psychol. 51, 599–630.
Salomons, T. V., Johnstone, T., Backonja, M.-M., Shackman, A. J., and Davidson,
R. J. (2007). Individual differences in the effects of perceived controllability
on pain perception: critical role of the prefrontal cortex. J. Cogn. Neurosci. 19,
993–1003. doi: 10.1162/jocn.2007.19.6.993
Sarinopoulos, I., Grupe, D., Mackiewicz, K., Herrington, J., Lor, M., Steege, E., et al.
(2009). Uncertainty during anticipation modulates neural responses to aversion
in human insula and amygdala. Cereb. Cortex 20, 929–940. doi: 10.1093/cercor/
bhp155
Schienle, A., Übel, S., Schöngaßner, F., Ille, R., and Scharmüller, W. (2013). Disgust
regulation via placebo: an fMRI study. Soc. Cogn. Affect. Neurosci. 9, 985–990.
doi: 10.1093/scan/nst072
Semendeferi, K., and Damasio, H. (2000). The brain and its main anatomical
subdivisions in living hominoids using magnetic resonance imaging. J. Hum.
Evol. 38, 317–332. doi: 10.1006/jhev.1999.0381
Shackman, A. J., Salomons, T. V., Slagter, H. A., Fox, A. S., Winter, J. J., and
Davidson, R. J. (2011). The integration of negative affect, pain and cognitive
control in the cingulate cortex. Nat. Rev. Neurosci. 12, 154–167. doi: 10.1038/
nrn2994
Shi, C., and Davis, M. (1999). Pain pathways involved in fear conditioning
measured with fear-potentiated startle: lesion studies. J. Neurosci. 19, 420–430.
doi: 10.1523/jneurosci.19-01-00420.1999
Shiota, M. N., and Levenson, R. W. (2009). Effects of aging on experimentally
instructed detached reappraisal, positive reappraisal, and emotional behavior
suppression. Psychol. Aging 24, 890–900. doi: 10.1037/a0017896
Sliwinska, M. W. W., Khadilkar, M., Campbell-Ratcliffe, J., Quevenco, F., and
Devlin, J. T. (2012). Early and sustained supramarginal gyrus contributions to
phonological processing. Front. Psychol. 3:161. doi: 10.3389/fpsyg.2012.00161
Spielberger, C. D. (1983). Manual for the State-Trait Anxiety Inventory STAI (form
Y) (“Self-Evaluation Questionnaire”). Palo Alto, CA: Consulting Psychologists
Press.
Stoeckel, C., Gough, P. M., Watkins, K. E., and Devlin, J. T. (2009). Supramarginal
gyrus involvement in visual word recognition. Cortex 45, 1091–1096. doi: 10.
1016/j.cortex.2008.12.004
Storey, J. D. (2003). The positive false discovery rate: a Bayesian interpretation and
the q-value. Ann. Stat. 31, 2013–2035. doi: 10.1214/aos/1074290335
Storey, J. D., and Tibshirani, R. (2003). Statistical significance for genomewide
studies. Proc. Natl. Acad. Sci. U.S.A. 100, 9440–9445. doi: 10.1073/pnas.
1530509100
Tupak, S. V., Dresler, T., Guhn, A., Ehlis, A. C., Fallgatter, A. J., Pauli, P.,
et al. (2014). Implicit emotion regulation in the presence of threat: neural
and autonomic correlates. Neuroimage 85, 372–379. doi: 10.1016/j.neuroimage.
2013.09.066
Tzourio-Mazoyer, N., Landeau, B., Papathanassiou, D., Crivello, F., Etard, O.,
Delcroix, 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
Uncapher, M. R., and Wagner, A. D. (2009). Posterior parietal cortex and episodic
encoding: insights from fMRI subsequent memory effects and dual-attention
theory. Neurobiol. Learn Mem. 91, 139–154. doi: 10.1016/j.nlm.2008.10.011
Upadhyay, J., Granitzka, J., Bauermann, T., Baumgärtner, U., Breimhorst, M.,
Treede, R.-D., et al. (2016). Detection of central circuits implicated in the

12

March 2020 | Volume 14 | Article 201

Zhang et al.

Implicit Regulation of Instructed Fear

formation of novel pain memories. J. Pain Res. 9, 671–681. doi: 10.2147/jpr.
s113436
Vincent, J. L., Kahn, I., Snyder, A. Z., Raichle, M. E., and Buckner, R. L. (2008).
Evidence for a frontoparietal control system revealed by intrinsic functional
connectivity. J. Neurophysiol. 100, 3328–3342. doi: 10.1152/jn.90355.2008
Vohs, K. D., and Heatherton, T. F. (2000). Self-regulatory failure: a resourcedepletion approach. Psychol. Sci. 11, 249–254. doi: 10.1111/1467-9280.
00250
Wager, T. D., Atlas, L. Y., Leotti, L. A., and Rilling, J. K. (2011). Predicting
individual differences in placebo analgesia: contributions of brain activity
during anticipation and pain experience. J. Neurosci. 31, 439–452. doi: 10.1523/
JNEUROSCI.3420-10.2011
Wager, T. D., Rilling, J. K., Smith, E. E., Sokolik, A., Casey, K. L., Davidson,
R. J., et al. (2004). Placebo-induced changes in FMRI in the anticipation and
experience of pain. Science 303, 1162–1167. doi: 10.1126/science.1093065
Wang, Z., Xia, M., Dai, Z., Liang, X., Song, H., He, Y., et al. (2015). Differentially
disrupted functional connectivity of the subregions of the inferior parietal
lobule in Alzheimer’s disease. Brain Struct. Funct. 220, 745–762. doi: 10.1007/
s00429-013-0681-9
Watts, F. N. (1979). Habituation model of systematic desensitization. Psychol. Bull.
86, 627–637. doi: 10.1037/0033-2909.86.3.627
Williams, L. E., Bargh, J. A., Nocera, C. C., and Gray, J. R. (2009). The unconscious
regulation of emotion: nonconscious reappraisal goals modulate emotional
reactivity. Emotion 9, 847–854. doi: 10.1037/a0017745
Wolpe, J. (1961). The systematic desensitization treatment of neuroses. J. Nerv.
Ment. Dis. 132, 189–203. doi: 10.1097/00005053-196103000-00001
Xu, Y., and Chun, M. M. (2009). Selecting and perceiving multiple
visual objects. Trends Cogn. Sci. 13, 167–174. doi: 10.1016/j.tics.2009.
01.008

Frontiers in Neuroscience | www.frontiersin.org

Yan, C., and Zang, Y. (2010). DPARSF: a MATLAB toolbox for “ pipeline” data
analysis of resting-state fMRI. Front. Syst. Neurosci. 4:13. doi: 10.3389/fnsys.
2010.00013
Yang, Q., Tang, P., Gu, R., Luo, W., and Luo, Y.-j (2014). Implicit emotion
regulation affects outcome evaluation. Soc. Cogn. Affect. Neurosci. 10, 824–831.
doi: 10.1093/scan/nsu124
Yuan, J., Ding, N., Liu, Y., and Yang, J. (2015a). Unconscious emotion regulation:
nonconscious reappraisal decreases emotion-related physiological reactivity
during frustration. Cogn. Emot. 29, 1042–1053. doi: 10.1080/02699931.2014.
965663
Yuan, J., Long, Q. S., Ding, N., Lou, Y., Liu, Y., and Yang, J. (2015b). Suppression
dampens unpleasant emotion faster than reappraisal: neural dynamics in a
Chinese sample. Sci. China Life Sci. 58, 480–491. doi: 10.1007/s11427-0144739-6
Zhang, S., and Li, C.-S. (2014). Functional clustering of the human inferior
parietal lobule by whole-brain connectivity mapping of resting-state functional
magnetic resonance imaging signals. Brain Connect. 4, 53–69. doi: 10.1089/
brain.2013.0191
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 Zhang, Chen, Deng, Yang and Yuan. 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.

13

March 2020 | Volume 14 | Article 201

