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Abstract

The experience of threat was found to result—mostly—in increased pain, however it is still
unclear whether the exact opposite, namely the feeling of safety may lead to a reduction of
pain. To test this hypothesis, we conducted two between-subject experiments (N=94; N =
87), investigating whether learned safety relative to a neutral control condition can reduce
pain, while threat should lead to increased pain compared to a neutral condition. Therefore,
participants first underwent either threat or safety conditioning, before entering an identical
test phase, where the previously conditioned threat or safety cue and a newly introduced
visual cue were presented simultaneously with heat pain stimuli. Methodological changes
were performed in experiment 2 to prevent safety extinction and to facilitate conditioning in
the first place: We included additional verbal instructions, increased the maximum length of
the ISI and raised CS-US contingency in the threat group from 50% to 75%. In addition to
pain ratings and ratings of the visual cues (threat, safety, arousal, valence, and contin-
gency), in both experiments, we collected heart rate and skin conductance. Analysis of the
cue ratings during acquisition indicate successful threat and safety induction, however
results of the test phase, when also heat pain was administered, demonstrate rapid safety
extinction in both experiments. Results suggest rather small modulation of subjective and
physiological pain responses following threat or safety cues relative to the neutral condition.
However, exploratory analysis revealed reduced pain ratings in later trials of the experiment
in the safety group compared to the threat group in both studies, suggesting different tempo-
ral dynamics for threat and safety learning and extinction, respectively.

Perspective: The present results demonstrate the challenge to maintain safety in the
presence of acute pain and suggest more research on the interaction of affective learning
mechanism and pain processing.

Introduction

The modulation of pain perception by affective states is well established [1] such that negative
emotions were found to increase pain [2-4], while positive affective states result in decreased
pain [2, 4-12]. Especially threat, resulting from the anticipation of an aversive outcome (e.g.,
electrical shocks) was found to induce a negative affective state and alter the perception of
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concurrently administered pain, leading-mostly—to hyperalgesia [4, 13, 14]. Previously, we
observed an increase in subjective and neurophysiological indices of pain following threat
induction [2]. In this experiment-as is often the case when employing threat conditioning or
related paradigms-the actual effect of a cue announcing potential danger (e.g., CS+) is
inferred by direct comparison to a safe condition (e.g., CS-). However, such experimental
approaches are not necessarily well-equipped to determine the net effect of safety, given that
safety is dependent on the amount of threat being induced. Therefore, the question remains,
whether safety, as the conceptual and motivational opposite of threat, might have an orthogo-
nal-that is pain reducing-effect? Animal studies demonstrated that the induction of safety-
for example by a negative association of an auditory conditioned stimulus (CS) with an aver-
sive event (US)-was positively correlated with explorative behavior, which is indicative for
positive affective states [15-18]. In line with the motivational priming hypothesis [19, 20],
postulating two opposite motivational systems, where the aversive system is activated by
potential or actual threat, in contrast to the appetitive system, which is activated by stimuli
that predict survival or positive outcomes, safety should activate the appetitive system and
thus reduce the perception of pain. So far, research on the experimental induction of safety-
in humans-is scarce [21], let alone its impact on pain, although the modulation of pain by
safety might hold great potential for our understanding and the management of pain by psy-
chological factors.

In the present study, we employed the so called explicit unpaired procedure to induce safety,
which originally derives from animal research [16, 22-24] and was already successfully
adapted to human research [21]. According to the paradigm, learned safety results from a neg-
ative association through strict temporal separation of a neutral stimulus (NS) and an aversive
unconditioned stimulus (US), resulting in a safety signal, (negatively conditioned stimulus,
CS-) [25].

We conducted two experiments, closely following the design by Pollak, Rogan [21]. Each
experiment included two groups of participants, who first completed either a threat or a safety
conditioning procedure, followed by an identical test phase, where the previously conditioned
threat vs. safety cue (CS) and a newly introduced neutral stimulus (NEW) were presented
simultaneously with heat pain stimuli. In experiment 2, CS-US timing during acquisition was
modified, since previous studies found that the interstimulus interval (ISI; interval between CS
onset and US onset) is crucial when inducing threat and safety respectively [26, 27]. Therefore,
we increased the maximum length of the ISI from 15-25s to 12-32s in the safety group.
Thereby, potential trace conditioning should be prevented, which was found to occur even if a
CS was followed by a US within an interval of up to 10s [28]. Secondly, we included additional
verbal instructions before threat or safety acquisition in experiment 2, respectively. The safety
group was informed that the presentation of the CS was a reliable indicator of safety, meaning
that—for sure—no electrical shock would ever be administered during or directly following
the CS. The threat group instead was informed that the CS was indicative for threat and would
be followed in most of the cases by an electrical shock. Lastly, we raised CS-US contingency in
the threat group from 50% to 75%, to facilitate threat conditioning and reduce ambiguity
regarding the predictive value of the threat signal. In both experiments, we complemented
pain reports and affective ratings of the visual cues with psychophysiological measure of pain
and emotional responses (heart rate, HR; skin conductance, SC) [26, 29-31]. Based on the
reviewed findings, we expected a reduced perception of pain following the presentation of the
CS- compared to the NEW cue for the safety group, while in the threat group, pain following
the CS+ should be increased compared to the NEW cue. Successful threat and safety induction
should become evident by physiological responses and affective ratings during acquisition and
test phase.
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Experiment 1
Materials and methods

Participants. In total 94 (65 women) participants were recruited via the online platform
SONA Systems (Sona Systems Ltd., Tallinn, Estonia) by the University of Wiirzburg and
received 14€ for participation. Participants did not take psychopharmacological or pain medi-
cation within the last 24 hours and had no current or prior history of chronic pain (self-
report). Further, inclusion criteria were age between 18 and 39 years, and no previous or cur-
rent psychiatric diagnosis (self-report). Written informed consent was obtained from all par-
ticipants for inclusion in the study. Four participants terminated the experiment early due to
elevated discomfort, thus were excluded from final data analysis leaving a final sample size of
90 (61 women; age M = 24.69, SD = 3.99). Furthermore, participants with a mean pain rating
of 0 on one or both dimensions were excluded from analysis of the pain ratings. This affected
one participant in experiment 1. Optimal sample size was calculated a priori via G*Power, Ver-
sion 3.1.9.2, University of Kiel, Germany [32]: assuming an effect size of 0.3, alpha error of .05
and power of > 0.80, recommended sample size was 90 for an ANOVA with fixed effects and
two groups.

Participants were pseudo-randomly assigned to one of the two experimental groups: safety
group (n = 46, 33 females) or threat group (n = 44, 28 females). Participants of the safety group
(M =23.63 SD = 3.65) were slightly younger than the ones of the threat group (M = 25.80,

SD = 4.06; £(88) = 2.66; p = .01), (Table 1). Therefore, we checked for a potential linear associa-
tion between pain and affective cue ratings during the test phase and age and found no signifi-
cant correlation. Additionally, performed ANCOV As controlling for age, revealed no
significant effect on the pain ratings. Participants completed several questionnaires before and
after the main experiment. More detailed information on the questionnaires can be found in
the supplement (see S1 Table).

Thermal pain stimulation. The thermal pain stimuli were delivered via a thermal stimu-
lator and a thermode with an active area of 25x50 mm (Somedic SenseLab AB, Sosdala, Swe-
den). The thermode was attached to the volar forearm of the left arm. The individual pain
threshold was assessed prior to the actual experiment using the method of adjustment [33, 34].
For that, participants were first familiarized with the thermode before they adjusted the ther-
mode’s temperature starting from a baseline temperature of 35°C by pressing 2 buttons of the
keypad (+ 0.5°C/keystroke with a maximum temperature of 49°C) until they reached a level of
thermal sensation that they perceived as just being painful. This procedure was repeated three
times and the average of all three temperatures was used as the final pain threshold (PT). The
average pain threshold temperature was M = 43.09°C, SD = 2.16, and did not differ between
groups (see Table 1). During the experiment, we used the individual PT plus 2°C as target tem-
perature (TT) to achieve a moderately painful stimulation [33, 34]. A practice pain stimulation

Table 1. Mean scores of pain threshold in the two experimental groups.

Measure

Age

Heat pain threshold (*C)
Administered heat pain (°C)
Electric pain threshold (mA)

Administered electric pain (°C)

https://doi.org/10.1371/journal.pone.0289047.t001

safety group (n = 46) threat group (n = 44) t P
M SD M SD
23.63 3.65 25.66 3.98 2.52 .01*
43.11 1.66 43.01 2.56 -.22 .83
45.11 1.66 45.00 2.54 -.24 .81
0.75 0.54 0.87 0.58 1.05 .29
1.53 1.08 1.79 1.16 1.12 .26
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was presented right before the beginning of the acquisition and right before the test phase to
make sure that the selected temperature was still rated as moderately painful and to reduce
arousal and ambiguity due to anticipation of the heat pain stimulation. Heat pain stimuli were
applied starting at a baseline temperature of 10°C below TT and rose at a rate of 5°C/s. TT was
presented for 5s and afterwards the thermode cooled down to baseline temperature and
remained there until the next trial. To prevent sensitization to the pain stimulus, the position
of the thermode was changed from the proximal to the distal part of the volar forearm or vice
versa (position order was counterbalanced across participants), [35, 36] after the first half of
the test phase (i.e. after 8 pain trials).

As the design of the present study was inspired by previous studies on the influence of
threat on pain [2, 3], we aimed at a clear distinction between threat induction on the one hand
and pain induction on the other hand and therefore used aversive electrical stimuli to induce a
feeling of threat, whereas heat pain was used to assess pain later on.

Electrical stimulation. Electrical stimulation served as unconditioned stimulus (US), as it
usually is very brief and abrupt and mostly perceived as quite aversive and thus was found to
reliably elicit conditioned threat responses [26]. Electrical stimulation was delivered via surface
bar electrodes consisting of two gold-plated steel disks (9 mm diameter, 30 mm spacing)
attached to the right calf. The electrical stimuli lasted for 100ms each and were generated by a
constant-current stimulator (Digitimer DS7A, Digitimer Ltd., Welwyn Garden City, UK).
Prior to the main experiment, the individual threshold was assessed. The procedure consisted
of two ascending and 2 descending series of stimulations, starting from 0 mA with increasing
stimulus intensity in steps of 0.5 mA steps [7]. Participants had to rate verbally how painful
they experienced each stimulation on a 10-point NRS ranging from 0-10 (from “no pain at all”
up to “unbearable pain”). Intensities, which were perceived as just being painful were averaged
and served as pain threshold. During the experiment, electrical stimuli were calibrated to the
individual PT (M = 0.81, SD = 0.69 mA) plus 100% (max 10 mA) of the intensity to achieve a
moderately painful, sufficiently aversive stimulation and prevent habituation. Right before the
beginning of the main part of the experiment, one electrical stimulus was administered to
ensure that the US was experienced as aversive. In case participants rated the US below 5 on
the NRS, the stimulus workup procedure was repeated.

For the threat group, US were presented with visual cue (NS) offset at a contingency of 50%
to establish a threat cue (CS+). For the safety group US and visual cue were presented strictly
separate in time from each other (ISI min. 15s.) to establish a safety signal (CS-).

Measures

Heat pain ratings. Before the experiment started, the distinction of pain intensity and
pain unpleasantness was explained to the participants [37]. Participants rated heat pain stimuli
using a digitized visual analogue scale (VAS), ranging from 0 = not painful at all / not unpleas-
ant at all to 100 = extremely painful/ extremely unpleasant.

Heart rate. For the recording of the electrocardiography (ECG) three electrodes were
attached on the torso of the participant: on the right collarbone, the left lower costal arch, and
the ground electrode on the left lower side of the torso (3-channel derivation of Nehb; ASCII
coding). The raw ECG-signal was filtered with a 30 Hz high-pass filter. Using the Vision Ana-
lyzer software (BrainProducts, Munich, Germany), R-waves were detected and manually
inspected for artefacts, afterwards the inter-beat-intervals were calculated and converted into
continuous heart rate [38]. Data was segmented into time intervals of five seconds before until
20s after cue onset. To evaluate cue and pain responses during the test phase, the HR signal
was baseline corrected relative to a 5 second interval before the visual cue onset. Twenty time-
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bins were calculated by averaging intervals of 1 second. Wide time intervals were analyzed to
capture potentially delayed onsets of psychophysiological reactions following heat pain stimu-
lation [39]. Data of one participant was excluded from HR analysis due to recording failure.

Skin conductance. For the recording of skin conductance (SC) two 22/10mm Ag/AgCl
surface electrodes (electrode gel: 0.5% NaCl) were attached to the thenar and hypothenar of
the left hand. Skin conductance was continuously recorded at a sampling rate of 20 Hz. using a
Brain Vision Recorder and V-Amp amplifier (Brain Products, Munich, Germany). Data was
averaged across all trials per condition (CS/ CS.NEW), baseline corrected relative to a five sec-
ond interval before visual cue onset, and twenty 1 second time-bins following cue onset were
calculated for further analysis.

Cue ratings. In the beginning and twice during the acquisition and test phase (i.e., 5
times), ratings of the different visual cues were captured. Participants rated on a 9-point scale
how threatened or safe they felt in presence of the cue (1 = not at all; 9 = very much). Further-
more, they rated valence and arousal during presentation of the visual cues, using the 9-point
Self-Assessment-Manikin (SAM) [40], ranging from 1 = very unpleasant to 9 = very pleasant
and 1 = not at all arousing to 9 = very arousing, respectively. Last, participants indicated on a
100-step VAS how much they expected an electrical stimulation following each visual cue
(contingency; 0 = not at all likely to 100 = very likely).

The preacquisition ratings at the beginning of the experiment did not indicate differences
between CS and CS.NEW, neither for the safety nor for the threat group (Table 2) in experi-
ment 1.

Procedure. To investigate the influence of threat vs. safety on heat pain processing,
respectively, participants first underwent a safety or threat induction (conditioning procedure
using an aversive electrical shock as US) before entering a test phase during which the modula-
tion of heat pain stimuli by safety or threat was investigated (for an overview of the design see
Fig 1).

In detail, participants were pseudo-randomly allocated to either the safety or the threat
group. Arriving at the laboratory, participants received written information about the study
procedure and signed informed consent. First, participants filled out questionnaires (see S1
Table), afterwards the electrodes for ECG, SC measures and electrical stimulation were
attached, as well as the thermode.

Participants were seated in front of a computer screen. Instructions, rating scales and sti-
muli were presented via the software Presentation™ (Version 20.0 Neurobehavioral Systems
Inc., Albany, CA, USA). Then, the individual heat and electrical pain threshold was assessed.

Table 2. Results of the paired t-tests for the comparison of the preacquisition stimulus ratings of CS and CS.NEW for both groups.

Measure

threat rating CS
CS.NEW

safety rating CS
CS.NEW

valence rating CS
CS.NEW

arousal rating CS
CS.NEW

contingency CS
CS.NEW

M
2.30
2.33
6.61
6.61
6.28
6.11
3.54
3.43
18.67
20.33

https://doi.org/10.1371/journal.pone.0289047.t002

safety group threat group

SD t p M SD t p
1.66 -.08 93 CS 2.39 1.82 .16 .55
1.81 CS.NEW 2.14 1.88
2.19 .00 99 CS 6.77 1.93 -.08 94
2.17 CS.NEW 6.80 1.84
1.28 74 .46 CS 6.30 1.41 -1.20 24
1.64 CS.NEW 6.52 1.39
2.06 .37 71 CS 3.18 1.66 -.46 .65
1.9 CS.NEW 3.30 1.61

25.05 -.35 97 CS 22.55 27.51 -.03 97

23.88 CS.NEW 22.68 27.96
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Study 1

Blue square = 100% NO electrical

SAFETY GROUP THREAT GROUP
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15-25s  15-2Ss 15-25s

Test Phase
.
4 i

8-i0$ 8-'105 8-'105
Study 2
SAFETY GROUP THREAT GROUP
Instructions

Blue square = high probability

stimulus of an electrical stimulus
cs- Iy Acquisition :5”' *
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A 4
\ = > 4 \ i J \ i J
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Fig 1. Experimental design of acquisition and test phase for both groups of experiment 1 and 2. Shown are the CS (blue square) during acquisition,
associated with safety in one group (strict temporal separation of aversive and neutral stimulus: NS // US — CS-) and with threat in the other (temporal
association of the stimuli: NS + US — CS+). The following test phase was identical for both groups and included the CS as well as a new visual cue (yellow
circle, NEW) simultaneously presented with heat pain stimuli.

https://doi.org/10.1371/journal.pone.0289047.g001
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Afterwards the use of the rating scales for valence, arousal, contingency, threat, and safety was
instructed. Afterwards the two visual cues (NS, see Fig 1) were presented and rated. In the fol-
lowing experiment one cue served either as threat (CS+) or safety cue (CS-), dependent on the
experimental group, while the other served as neutral reference during the test phase (NEW).
The blue square (RGB: 0, 0, 255) had the dimensions 500 x 500 pt. And the yellow circle (RGB:
255, 255, 0) had a diameter of 564 pt. Then, participants practiced the use of the VAS for the
pain ratings and received instruction regarding the distinction of pain intensity and unpleas-
antness. Immediately preceding the main experiment, one heat pain stimulus and one electri-
cal stimulus was administered and rated by the participant. The implementation of safety and
threat was conceptualized via a conditioning procedure, i.e., the acquisition phase, which was
followed by the test phase (see Fig 1 for an illustration of the design).

Acquisition: The manipulation varied according to the experimental group (safety vs.
threat). Each trial started with a central fixation cross presented on a grey background (RGB:
200, 200, 200). After 15 to 25 seconds (randomized), the visual cue, either a blue square or a
yellow circle (counterbalanced across all participants), was presented in the middle of the
screen. The cue remained on the screen for 10 seconds before disappearing (cue offset). In the
threat group, the electrical stimulus (US) was presented with cue offset (contingency: 50%),
establishing a threat cue. In the safety group, the electrical stimulus and visual cue were pre-
sented separately in time (interstimulus interval varying from 15-25s), in accordance with the
so called explicit unpaired procedure, adapted from Pollak, Rogan [21] in order to make par-
ticipants learn about the negative association of cue and US. The acquisition consisted of 2
blocks a 8 trials. After each block cue ratings were gathered.

Test phase: The test phase was identical for the two groups. Again, each trial started with a
central fixation cross, followed by the presentation of the previously established threat or safety
cue or a newly introduced visual cue (NEW, either a circle or a square) simultaneously with
the administration of heat pain stimuli onto the participant’s forearm. After each trial, partici-
pants rated the heat pain stimuli regarding pain intensity and unpleasantness. The inter-trial
interval was set to 8-10s (randomized). The test phase consisted of 2 blocks a 4 trials per condi-
tion plus 1 booster trial in each block. To prevent rapid extinction, during booster trials an
electrical stimulus was presented—analogue to the acquisition phase—either at CS offset
(threat group) or during ITT (safety group). Booster trials were presented each after half of the
block (4" trial). Booster trials were excluded from the statistical analyses. Again, following
each block cue ratings were collected. The study was approved by the local ethic committees of
the Psychological Institute of the University of Wiirzburg.

Statistical analysis. Data was analyzed using IBM SPSS statistics software version 25
(IBM Corp., Armonk, NY, USA). Pain ratings (intensity and unpleasantness) were analyzed
separately by repeated-measures ANOVAs including the between-subjects factor group (safety
vs. threat) and the within-subjects factors cue (CS vs NEW) and time (trials 1-8 in the test
phase).

Cue ratings of the test phase were also analyzed with repeated-measures ANOVAs includ-
ing the within-subjects factor cue and the between-subjects factor group. Additionally, we ana-
lyzed cue ratings of the CS+ or CS- of the acquisition and test phase (4 ratings in total) to
explore conditioning and extinction processes throughout the time course of the experiment,
applying the within-subjects factor trial (4 levels) and the between-subjects factor group.

For analysis of HR and SC during the test phase, we used a repeated-measures ANOVA
including the between-subjects group (safety vs. threat) and the within-subjects factor cue (CS
vs NEW), and the within-subjects factor time (twenty 1-second bins).

Significance level was defined as P < 0.05 and report partial eta-squared npz is reported as
measure of effect size. In case assumption of sphericity was violated (Mauchly), the
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Greenhouse-Geisser correction was applied. Significant main effects and interactions were fol-
lowed up by subsequent one-way ANOV As, simple contrasts, and t-tests, respectively. In case
of exploratory analyses, post-hoc analyses were Bonferroni corrected and corrected p-values
are reported.

Results

Pain ratings. Analysis of pain intensity revealed neither a significant main effect of group,
F(1, 87) = 1.64, p = .20, np* = .02, nor of cue, F(1, 87) = 1.05, p = .31, np> = .01, nor a significant
interaction of cue and group, F(1, 87) = 0.42, p = .52, p” = .01 (Fig 2). However, we found a
significant interaction of time and group, F(7, 609) = 6.34, p < .001, npz = .07, which results
from higher pain ratings in the threat compared to the safety group, especially at the end of the
test phase: Exploratory analysis for the second half of the test phase revealed for trials 6 (mean
difference: 11.58, #(87) = 2.38, p = .02), 7 (mean difference: 12.24, #(87) = 2.53, p=.01) and 8
(mean difference: 14.74, £(87) = 2.73, p = .01) higher pain ratings for the threat group com-
pared to the safety group irrespective of the presented cue (CS+/- or NEW), however, this
effect became non-significant after accounting for multiple testing (Bonferroni corrected p-
value = 0.0125 (Fig 3).

To get a better understanding of the temporal dynamics, we exploratory analyzed only the
first trial. However, this did not reveal any effect for pain intensity.

For pain unpleasantness ratings there was no main effect of cue, F(1, 87) = .79, p = .38,
np” = .01, nor a significant interaction of cue and group, F(1, 87) < 0.01, p = .99, np*> = .01.

We found a main effect of group, F(1, 87) = 3.88, p = .05, np” = .04 due to lower ratings of
the safety group (M = 42.71, SD = 23.65) compared to the threat group (M = 52.11,

SD = 21.38), (Fig 2). This main effect was further qualified by a significant interaction of time
and group, F(7, 609) = 3.30, p = .002, np” = .04.

Exploratory analysis indicates, similar to the pain intensity ratings, that this is likely due to
higher ratings of the threat compared to the safety group at the end of the test phase: pain rat-
ings in trials 6 (mean difference: 17.96, £(87) = 3.41, p < .001), were significantly different
from each other. However, for trial 7 (mean difference: 13.95, #(87) = 2.54, p = .01), and 8

(B)

Intensity 60 Pain Unpleasantness

mCS : mCS
NEW 50 | NEW

40 |
30 t

20 r

VAS (0-100)

10 r

Threat Group

Safety Group Threat Group Safety Group

Fig 2. Mean pain intensity and unpleasantness ratings. Mean (+SEM) (A) Pain Intensity Ratings and (B) Pain Unpleasantness Ratings of the Test Phase
for both groups, separately for safety / threat (CS) and new trials (NEW), respectively.

https://doi.org/10.1371/journal.pone.0289047.9002
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Fig 3. Mean pain intensity ratings and pain unpleasantness ratings, averaged across cues, separately for both groups. Mean (+SEM) (A) Pain Intensity
Ratings and (B) Pain Unpleasantness Ratings, averaged across cues, separately for both groups. Following the fourth trial, the thermode was relocated and
stimulation continued on a different patch. * p < .05.

https://doi.org/10.1371/journal.pone.0289047.9003

(mean difference: 15.39, #(87) = 2.60, p = .01), this trend became non-significant after account-
ing for the Bonferroni correction based on eight tests and a corresponding p-value of

p =0.00625.(Fig 3). To get a better understanding of the temporal dynamics, we exploratory
analyzed only the first trial. However, this did not reveal any effect for pain unpleasantness.

Heart rate. Analysis of heart rate revealed a significant main effect of time, F(19, 1672) =
23.59, p < .001, np” = .21, € = .19, due to a cue (deceleration) and pain response (acceleration),
respectively. However, this effect was independent from the type of cue being presented or the
experimental group (interaction of cue and group, F(1, 88) = 0.71, p = .40, np* = .01). There
was a trend for the (interaction of time and group: F(19, 1672) = 1.47, p = .09, np> = .02, likely
indicating smaller pain related HR responses in the safety group irrespective of the presented
cue. There were no further significant main effects or interactions (main effect of cue: F(1, 88)
=.05, p = .83, p” < .01, interaction of time and cue F(19, 1672) = .97, p = .44, np* = .01,
£ = .28, interaction of time, cue and group: F(19, 1672) = .50, p = .79, njp” = .01). The mean time
course for both groups is shown in Fig 4.

Skin conductance. Analysis of skin conductance revealed a significant main effect of time
during the test phase, F(19, 1672) = 23.53, p < .001, np” = .21, & = .08, indicating a SC reaction
following the heat pain stimulus (Fig 4). The CS(+/-) led to higher skin conductance changes
than the NEW cue, regardless of the experimental group (main effect cue: F(1, 88) = 5,78, p =
.01, np” = .06), see Fig 4. These main effects were further qualified by a significant interaction
of cue and time, F(19, 1672) = 2.93, p = .044, np° = .03, & = 13, from seconds 6 until seconds 15,
SC was significantly higher for the conditioned CS (+/-) compared to the NEW cue (all ps <
.05, uncorrected). There was no significant interaction of cue and group, F(1, 88) = 0.57,p =
45, p* = .01, nor of cue, group, and time F(19, 1672) = 0.54, p = .95, np° = .01.

Cue ratings. Cue ratings during the test phase. Analysis of threat rating during the test
phase revealed a significant main effect of cue, F(1, 88) = 18.69, p < .001, npz = .18, resulting
from higher threat ratings for the CS compared to the NEW cue. There was neither a signifi-
cant main effect of group F(1, 88) = 1.35, p = .25, np” = .02, nor a significant interaction of cue
and group, F(1, 88) = 2.31, p = .14, np° = .03.
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Fig 4. Time course of heart rate and of the change in skin conductance. (A)Time course of Heart Rate (1s time bins, baseline-corrected 5 s before cue
onset), averaged across both CS types, separately for both experimental groups, during the Test Phase and (B) Mean time course (1-s bins) of the change in
Skin Conductance (baseline-corrected 5 s before cue onset) during the Test Phase for the two cue types.

https://doi.org/10.1371/journal.pone.0289047.9004

Analysis of safety rating revealed a significant main effect of cue, F(1, 88) = 16.76, p < .001,
np’ = .16, resulting from higher safety ratings for the NEW compared to the CS, which was fur-
ther qualified by a significant interaction of cue and group, F(1, 88) = 5.53, p = .02, np° = .06.
Separate analysis for both groups revealed significantly higher safety ratings for the NEW com-
pared to the CS cue in the threat group, F(1, 43) = 19.25, p < .001, np” = .31, while the same
comparison was not significant in the safety group, F(1, 45) = 1.64, p = .21, np° = .04. There
was no significant main effect of group, F(1, 88) = .67, p = .80, njp” = .001.

Arousal ratings revealed a significant main effect of cue, F(1, 88) = 10.88, p < .001, np° =
.11, resulting from higher arousal ratings for the CS compared to the NEW cue. There was no
significant interaction of cue and group, F(1, 88) = 0.33, p = .57, njp” = .004, as well as no signifi-
cant main effect of group, F(1, 88) = .43, p = .51, np> = .005.

Analysis of valence ratings revealed a significant main effect of cue, F(1, 88) = 14.16, p <
.001, np” = .14, which was qualified by a significant interaction of cue and group, F(1, 88) =
3.94, p = .05, p” = .043. Separate analysis per group revealed a significant main effect of cue in
the threat group only, here the NEW cue was rated more positive than the CS (F(1, 43) =
15.02, p < .001, np® = .26), which was not the case for the safety group (F(1, 45) = 1.74, p = .19,
np° = .04). There was no significant main effect of group, F(1, 88) = 1.15, p = .29, np” = .01.

Analysis of shock expectancy during the test phase revealed a significant main effect of cue,
F(1,88) = 71.84, p < .001, 7jp” = .45, resulting from higher shock expectancy ratings for the CS
compared to the NEW cue. This main effect was further qualified by a significant interaction
of cue and group, F(1, 88) = 10.63, p = .002, np” = .011. Separate analysis for both groups
revealed significantly higher expectancy ratings for the CS compared to the NEW cue in the
threat group, F(1, 43) = 51.83, p < .001, jp” = .55, and in the safety group, F(1, 45) = 18.98, p <
.001, np” = .30, as well. Descriptively, the difference between the ratings of CS and NEW cue
were bigger in the threat group (M = 30.01, SD = 3.97) compared to the safety group
(M =13.39, SD = 3.63). There was no significant main effect of group, F(1, 88) = .06, p = .81,
np> < .001. Cue ratings of the test phase are presented in Fig 5.

Exploratory analysis: Cue ratings of the CS(+/-) across acquisition and test phase

To map the time course of learning and extinction processes respectively, we additionally
analyzed the cue ratings of the CS(+/-) during acquisition and test phase. The analysis
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Fig 5. Cue ratings during the test phase. Mean (+ SEM) ratings for threat, safety, valence, arousal, and shock expectancy are depicted separately for both

groups and cues, * p < .05.

https://doi.org/10.1371/journal.pone.0289047.9005

demonstrates relatively stable ratings of the threat group across the experimental phases, while
analysis of the ratings of the safety group suggests rapid safety extinction. Detailed analyses of
the comparison of acquisition and test phase for the threat, safety, valence, arousal and shock
expectancy ratings are presented in the supplement (S1 Fig).

Experiment 2

Cue ratings during acquisition of experiments 1 suggest that the induction of safety takes lon-
ger compared to the induction of threat or valence and arousal ratings. Result of the test phase
especially suggest that the safety induction led to rather unstable effects. Therefore, we decided
to perform a series of methodological changes in experiment 2 to support the induction of
safety in the first place. Even though during acquisition, the safety cue (CS-) and US (electrical
shock) presentation were strictly separated in time, still participants might have positively
associated cue and shock, as reflected in the US expectancy ratings, thus hampering the estab-
lishment of a robust safety signal. Accordingly, methodological changes were performed in
experiment 2, to further support safety induction and prevent from early threat and safety
extinction. In line with findings demonstrating the capacity of explicit instructions to induce
threat that persists over prolonged intervals—even multiple experimental sessions [27]—and
the notion that contingency awareness is especially crucial for the induction of safety [41], we
included additional verbal instructions before threat or safety acquisition, respectively. The
safety group was informed that the presentation of CS was a reliable indicator of safety, mean-
ing that—for sure—no electrical shock would ever be administered during or directly follow-
ing the CS. The threat group instead was informed that the CS was indicative for threat and
would be followed in most of the cases by an electrical shock.

Furthermore, we increased the maximum length of the ISI between CS and US administra-
tion, now ranging from 12 to 32 seconds. Thereby, potential trace conditioning should be
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prevented, which was found to occur even if a CS was followed by a US within an interval of
up to 10s [28]. Lastly, we raised CS-US contingency in the threat group from 50% to 75%, to
facilitate threat conditioning and reduce ambiguity regarding the predictive value of the threat
signal.

Material and methods

Participants. In total 87 (63 women) participants (Table 3) were recruited via the online
platform SONA Systems (Sona Systems Ltd., Tallinn, Estonia) by the University of Wiirzburg
and received 14€ for participation. Exclusion criteria were the same as in experiment 1, addi-
tionally participation in experiment 1 was forbidden. Written informed consent was obtained
from all participants for inclusion in the study. From originally 87 participants seven had to be
excluded from the final analysis, resulting in a sample size of 80 (57 women; age M = 24.72,

SD = 4.38). Five participants were excluded due to technical problems. Two participants
reported somatic and psychological symptoms respectively and thus were excluded from the
data set before further analyses. The participants were pseudo-randomly assigned to one of the
two experimental groups: safety group (n = 39, 27 females) or threat group (n = 41, 30 females).
Before the main experiment participants completed questionnaires as in experiment 1 (see S2
Table).

Thermal pain stimulation. Thermal pain stimulation and assessment of the threshold
was the same as in experiment 1. In case a thermal stimulation was not executed due to techni-
cal failure (in total in 17 trials), the missing rating was replaced by the mean of the condition.
The average pain threshold temperature was M = 42.98°C, SD = 2.17 and did not differ
between groups (Table 3).

Electrical stimulation. Electrical stimulation and assessment of the threshold was the
same as in experiment 1. The average threshold was M = 1.04, SD = 0.88 mA. The only differ-
ence to experiment 1 was that the reinforcement rate for the threat group was raised from 50
to 75% during acquisition.

Procedure. The procedure of experiment 2 was very similar to experiment 1, thus the
following description lists only deviations from experiment 1. After the baseline measure-
ment of the CS on all dimensions we included verbal instructions about the properties of the
cue in experiment 2: Depending on group assignment, different information about the threat
vs. safety cue CS were given. The safety group was instructed that the CS would never be fol-
lowed by an electrical stimulus, while the threat group was told that the CS would be followed
by the electrical stimulus with high probability. Afterwards the visual cue was rated on all
dimensions once again to see if the information was understood. Then, acquisition and test
phase followed. The only difference to the procedure of experiment 1 during acquisition was
an extended variance of the ISI in the safety group from 15-25s to now 12-32s to avoid a
vague association of the CS- and US in the safety group. For the threat group the contingency

Table 3. Mean scores in pain threshold in the two experimental groups.

Measure safety group (n = 39) threat group (n =41) t P

M SD M SD
Age 25.08 5.03 24.39 3.68 -0.69 49
Heat pain threshold (*C) 42.74 2.20 43.21 2.23 0.93 .35
Administered heat pain (°C) 44.72 2.17 45.18 2.01 0.99 32
Electrical pain threshold (mA) 1.05 0.69 1.02 0.87 -0.19 .85
Administered electrical pain (°C) 2.11 1.38 2.04 1.66 -0.22 .83

https://doi.org/10.1371/journal.pone.0289047.t1003
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of CS+ and US was increased from 50 to 75% (= 6 out of 8 trials per block) with the aim to
increase threat association even further. The test phase did not differ from experiment 1. The
design is shown in Fig 1.

Measures and statistical analysis

In experiment 2 the same measures were assessed as described in experiment 1. Also, data
analysis was analogue to experiment 1. Due to technical failure, heart rate could only be ana-
lyzed from 59 participants (28 in the threat group and 31 in the safety group), and skin con-
ductance data was available only from 61 participants (28 in the threat group and 33 in the
safety group).

The preacquisition ratings at the beginning of the experiment showed a difference of CS
and CS.NEW for the safety ratings in both groups, with higher ratings in the threat group. The
other measures revealed no significant differences in experiment 2 (Table 4).

Results

Pain ratings. For pain intensity there was no significant main effect of group, F(1, 78) =
1.94, p = .17, np° = .02, nor of cue, F(1, 78) = 0.55, p = .46, np> = .01. Analysis revealed no sig-
nificant interaction of cue and group neither, F(1, 78) = 0.01, p = .93, p° < .001. The mean
pain intensity and unpleasantness ratings are shown in Fig 6. Pain ratings differed over time
for both groups, shown in the significant interaction of time and group, F(7, 546) = 2.37,p =
.02, np’ = .03.

Exploratory analysis point descriptively at higher ratings of both CS and NEW cues in the
threat compared to the safety group at trial 5 (difference: 13.06, #(78) = 2.60, p = .01) directly
after repositioning the thermode, and for trial 6 (difference: 7.69, #(78) = 1.35, p = .18), trial 7
(difference: 9.35, #(78) = 1.68, p = .09) and trial 8 (difference: 9.30, #(78) = 1.67, p = .09), irre-
spective of the presented cue (CS+/- or NEW). However, this effect became non-significant
after accounting for the Bonferroni correction based on four tests and a corresponding p-value
of p = 0.0125.(Fig 7). To get a better understanding of the temporal dynamics, we exploratory
analyzed only the first trial. However, this did not reveal any effect for pain intensity.

For pain unpleasantness there was also no significant main effect of group, F(1, 78) = 3.20, p
= .078, np” = .04, nor of cue, F(1,78) = .16, p = .69, np> = .002. Similarly, analysis revealed no
significant interaction of cue and group, F(1, 78) = 1.730, p = .192, np” = .02, neither. Pain rat-
ings differed over time for both groups, F(7, 546) = 2.20, p = .03, an =.03.

Table 4. Results of the paired t-tests for the comparison of the preacquisition stimulus ratings of CS and CS.NEW for both groups.

Measure

threat rating CS
CS.NEW

safety rating CS
CS.NEW

valence rating CS
CS.NEW

arousal rating CS
CS.NEW

contingency CS
CS.NEW

M
2.46
2.08
6.46
7.10
6.05
6.38
3.62
3.62
22.72
21.51

https://doi.org/10.1371/journal.pone.0289047.t1004

safety group threat group

SD t p M SD t p
2.10 1.05.08 .30 CS 3.80 2.57 .00 1.00
1.63 CS.NEW 3.80 2.57
2.19 -2.62 .01 CS 6.00 2.54 -2.04 .05
1.86 CS.NEW 6.76 1.87
1.55 -1.08 .29 CS 5.85 1.59 -1.99 .05
1.62 CS.NEW 6.41 1.41
1.73 .00 .99 CS 3.29 1.65 .39 .70
1.87 CS.NEW 3.17 1.86

24.94 .29 77 CS 14.00 24.24 -.06 .96

24.22 CS.NEW 14.24 24.22
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Exploratory analyses point at higher ratings of both kinds of stimuli in the threat compared
to the safety group at trial 5 (difference: 15.54, t(78) = 2.68, p = .01), trial6 (difference: 14.89,
1(78) = 2.49, p = .02), trial 7 (difference: 11.32, #(78) = 1.86, p = .07 and trial 8 (difference:
11.39, t(78) = 1.89, p = .06). However, this effect became non-significant after accounting for
the Bonferroni correction based on eight tests and a corresponding p-value of p = 0.00625.
(Fig 7). To get a better understanding of the temporal dynamics, we exploratory analyzed only
the first trial. However, this did not reveal any effect for pain unpleasantness.

Heart rate. Analysis of heart rate revealed no main effect of group during the test phase
(F(1,57) = .86, p = .36, np> = .02) nor of cue (F(1, 57) = .01, p = .91, np” < .001. There was a
significant main effect of time, F(19, 1083) = 17.24, p < .001, njp” = .23, & = .18 indicating accel-
eration to the heat pain stimulus. There was no significant interaction of cue and group,
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F(1,57) = 0.56, p = .46, np> < .001, & = .29, nor for cue, time and group, F(19, 1083) = 0.64, p =
.06, np” = .04, £ = .29. The mean time course for both groups is shown in Fig 8.

Skin conductance. Analysis revealed no main effect of group, F(1, 59) = .45, p = .51, np*
= .01. There was no difference between CS and NEW cues, F(1, 59) = 1.69, p = .20, np> = .03.
Similar as for HR a significant main effect of time was found, F(19, 1121) = 12.11, p < .001,
np® = .17, & = .10, indicating a skin conductance reaction to the heat pain stimulus (Fig 9).
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Fig 9. Affective cue ratings during the test phase. Mean (+ SEM) ratings for threat, safety, valence, arousal, and shock expectancy are depicted separately
for both groups and cues, * p < .05.

https://doi.org/10.1371/journal.pone.0289047.9009
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Analysis of skin conductance level revealed no significant interaction of cue and group, F(1,
59) = .09, p = .76, np> = .002. There were no further significant effects (interaction of group
and time, F(19, 1121) = .15, p = .84, 77p2 =.002, £ =.10; interaction of time and cue, F(19,
1121) = 1.06, p = .39, npz =.02, € = .17; interaction of time, group and cue, F(19, 1121) = .76,
p=.76,np> = .01, & = .10).

Cue ratings. Cue ratings during the test phase. Analysis of the threat rating during the
test phase revealed no significant main effect of group, F(1, 78) = 3.38, p = .07, np° = .04, nei-
ther was the main effect of cue significant, F(1, 78) = .02, p = .88, np° < .001. There was no
significant interaction of cue and group, F(1, 78) = 3.02, p = .09, 17p2 =.04 during the test
phase.

Analysis of safety rating revealed no significant main effect of group, F(1,78) =2.19,p =
.14, 1p” = .03. There was a significant main effect of cue, F(1, 78) = 10.92, p < .001, np” < .12,
driven by higher safety ratings for the NEW cue compared to the CS. This was further quali-
fied by a significant interaction of cue and group, F(1, 78) = 25.07, p < .001, np” = .24, sepa-
rate analysis for both groups revealed a significant main effect of cue in the threat group
only, (F(1, 40) = 28.28, p < .001, np” = .41) due to lower safety ratings for the CS compared
to the NEW cue; in the safety group this comparison was not significant (F(1, 38) = 1.93, p =
17, np? = .05).

Arousal ratings revealed no significant main effect of group, F(1, 78) = .06, p = .81, np” =
.001. There was no main effect of cue, F(1, 78) = 3.33, p = .07, jp° = .04, neither. There was a
significant interaction of cue and group, F(1, 78) = 6.43, p = .01, np” = .076. Separate analysis
for both groups revealed a significant main effect of cue in the threat group (F(1, 40) = 6.95, p
=.012, np” = .15), but not in the safety group (F(1, 38) = 0.43, p = .52, np° = .01).

Analysis of valence ratings revealed no significant main effect of group, F(1,78) = .01, p =
91, np”< .001. But there was a significant main effect of cue, F(1, 78) = 8.95, p = .004, np” <
.10, the NEW cue was rated as more positive than the CS. This main effect was further qualified
by a significant interaction of cue and group, F(1, 78) = 13.82, p < .001, np” = .015. Separate
analysis for both groups revealed more positive ratings of the NEW compared to the CS cue in
the threat group only (F(1, 40) = 21.99, p < .001, p° = .36), but not in the safety group (F(1,
38) = .27, p = .61, np” = .01).

Analysis of shock expectancy during the test phase revealed a significant main effect of cue,
F(1,78) = 31.92, p < .001, njp” = .29, resulting from higher shock expectancy ratings for the CS
compared to the NEW cue. A significant main effect of group indicated higher shock expec-
tancy ratings of the threat group compared to the safety group, F(1, 78) = 15.80, p < .001, np*
=.17. This main effect was further qualified by a significant interaction of cue and group, F(1,
78) = 82.89, p < .001, np” = .52. Separate analysis for both groups revealed significantly higher
expectancy ratings for the CS compared to the NEW cue in the threat group, F(1, 40) = 87.56,
p <.001, np” = .69, and showed for the safety group significantly lower expectancy ratings for
the CS compared to the NEW cue, F(1, 38) =8.19, p = .01, an =.18.

Ratings of the cues in the test phase are presented in Fig 9.

Exploratory analysis: Cue ratings of the CS(+/-) across acquisition and test phase:

To map the time course of learning and extinction processes respectively, we analyzed the 4
cue ratings of the CS(+/-) during acquisition and test phase. The analysis demonstrates a clear
difference between groups. Similar to the results of experiment 1 the ratings of the threat
group across the experimental phases were relatively stable, while the safety extinction
occurred not as fast as in experiment 1. Detailed analysis of the comparison of acquisition and
test phase for the threat, safety, valence, arousal and shock expectancy ratings are presented in
the supplement (52 Fig).
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Discussion
Pain modulation by threat and safety?

In the present studies we investigated the effect of a safety vs. threat manipulation—relative to
a neutral reference condition (experiment 1)—on pain, and further, elaborated on the role of
CS-US contingency, increase of variance of the ISI and verbal threat vs. safety instructions on
the magnitude and stability of affect induction and related pain modulation (experiment 2). A
couple of methodological changes were performed in experiment 2 relative to study 1, because
of no or only weak modulation of pain through safety and threat respectively. In study 1 partic-
ipants in the safety group might have associated the safety cue with the aversive electrical stim-
ulus, even when the temporal separation of CS and US was strict. This potential association
could have influenced the safety quality of the cue. However, neither the presentation of safety
(CS-) nor threat (CS+) cues led to a significant modulation of pain ratings compared to the
neutral condition (NEW), which was true for experiment 1 and 2. Similarly, physiological pain
responses did not differ between groups or cues, except for SC responses during the test phase
of experiment 1, where SC was increased for the CS (+ and -) compared to the NEW cue. How-
ever, SC and HR cue responses during the test phase of experiment 1 and 2, revealed no differ-
ences between groups and CS conditions. Affective cue ratings during the test phase revealed
that only in the threat group, the CS+ was rated as more aversive than the NEW cue (in experi-
ment 1 safety, valence, and shock expectancy ratings and in experiment 2 additionally valence
ratings), while in the safety group, there were no significant differences between the CS- and
the NEW cue.

Manipulation check and design adaptation in study 2:

Cue ratings of the CS during acquisition of experiment 1 indicate a more long-winded
induction of safety than of threat, but especially for experiment 2 differences between the safety
and threat group, as expected. The comparison of acquisition and test phase regarding ratings
of the CS+ and CS—demonstrates relatively stable ratings in the threat group across the exper-
imental phases, while analysis of the ratings of the safety group suggest rapid safety extinction,
very likely resulting from a newly build association of the CS- and the heat pain stimulation,
challenging or even overwriting its previously established role as a safety signal.

In line with findings demonstrating the crucial role of verbal instructions regarding the
induction of threat and safety in the context of (instructed) conditioning paradigms [2, 3, 27,
42], we provided additional verbal instructions explicating the role of the CS-/+ in experiment
2. Indeed, the methodological changes in experiment 2 led to a more pronounced differentia-
tion between the different cues, especially regarding shock expectancy ratings. However,
learned safety remained rather unstable with safety still extinguishing rapidly. We did not find
an increase of pain following the CS+ presentation in the threat group, which might be due to
the comparison relative to a newly introduced neutral cue during the test phase, instead of a
previously conditioned CS-, as performed in earlier studies [2]. The comparison of CS+ and
NEW affective cue ratings revealed a significant effect between conditions for safety, valence
and especially for shock expectancy ratings, but not for the threat and arousal ratings. The dif-
ferentiation between CS+ and NEW cue might have been insufficient to result in a significant
emotional modulation of pain compared to previous findings [2]. The same was true for the
safety group, here the comparison of CS- and NEW cue during the test phase revealed only
very small differences. Separate analysis revealed only for the threat group significant differ-
ences for the safety and valence ratings, instead in the safety group, no significant difference
between CS- and NEW cue was found, thus making the modulation of pain by safety less
likely. Admittedly, the long ISI in our design may be challenging for participants with regard
to attentional resources [43] interfering with the learning experience and related affect
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induction, nevertheless, especially for safety conditioning, long ISI seem indispensable, as
trace conditioning was found to take place even when the US follows the CS up to 10s later
[28]. Similarly, in case the US precedes the (next) CS presentation for less than 10s, backward
conditioning may be initiated, converting the CS to a threat signal [26]. We cannot rule out
that participants of the safety group, despite strict temporal separation of CS and US, perceived
the safety cue to some degree as threating. Although, shock expectancy ratings revealed a sig-
nificant difference between the CS- and CS+ between groups, and further receiving a shock
was rated as less probable following the CS- compared to the NEW cue. Still ratings of the CS-
in the safety group were on average about 15 per 100, which at least speaks for some associa-
tion between the safety cue and shock.

Interactions of Pain and Emotion Processing—Implications for future research:

Future research on safety per se and pain modulation by safety inductions, should system-
atically explore temporal characteristics of CS and US presentation, or even consider the
implementation of experimental safety manipulations, such as discriminative paradigms
(AX-/BX+), which might establish a safety association that is more robust against extinction
effects [44, 45]. Future research should also focus on differentiating the underlying mecha-
nisms, such as extinction of safety and new or competing threat learning following heat pain
administrations. Considering the rapid extinction process we observed, future studies should
account for the temporal dynamics of learning processes.

In the present studies we deliberately decided against a differential conditioning paradigm
and chose an explicit unpaired procedure, because of the unique possibility to investigate the
influence of a safety cue in the absence of a threat cue, which otherwise promotes the direct
comparison between groups or cues, leading to a CS evaluation and thus emotional status of
safety or threat, which relies on the comparison to an orthogonal condition. Furthermore, the
explicit unpaired procedure has been already used repeatedly in animal studies to investigate
safety [16, 21-23] and Pollak et al. [21] already successfully transferred the paradigm into
human research, showing that an unpaired conditioned stimulus is able to acquire the quality
of a safety signal. However, one crucial deviation in our design from the study by Pollak et al.
was the administration of heat pain stimuli during the test phase. As already outlined above,
this might have motivated a new learning process competing with the previously acquired CS
association resulting from the acquisition phase, leading to an extinction of safety [26, 46].
Although the CS- still was never paired with the electrical shock, it was now reliably accompa-
nied by heat pain at a 100% contingency.

While the effect of emotion on pain is well-documented, such that in accordance with the
concept of motivational priming the (in)congruence of an affective stimulus with the sensation
of concurrent pain may lead to a pain facilitating or reducing effect, respectively [1, 6, 7, 47],
the impact of pain serving as a motivational context and by that changing the processing of
emotions or interfering with learning processes, was investigated way less frequently. For
instance, Meulders [48] argues, that the experience of pain may act as a prime for precautious
behavior, which facilitates defensive responses to keep further costs and damage low. In this
context, Godinho, Magnin [49] found that the administration of pain led to a reduction of pos-
itive affective responses following pleasant picture presentation. Similarly, it was found that
concurrently administered pain led to more negative valence and higher arousal ratings of
affective face stimuli, which at the same time resulted in increased pain ratings [9]. What is
more, the administration of tonic painful stimuli was shown to result in a general decrease of
early neurophysiological correlates of affective face processing [50], demonstrating high
demands of pain for attention, interfering with concurrent cognitive and affective processes
[51].
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Considering these findings, the present results indicate that the administration of painful
heat, not only led to a newly build threat association, but especially hampered the consolida-
tion of the CS-, given the motivational incongruence of pain and safety and the high saliency
of pain, leading to cognitive interference. It was demonstrated that stress, resulting from hand
immersion into painfully cold water, led to reduced threat extinction, suggesting a long lasting
effect of pain on learning, since the painful stress experience anteceded threat acquisition by
days [52]. Similarly, chronic pain patients compared to healthy controls demonstrated reduced
differential learning and elevated threat generalization in threat conditioning paradigms [53].
In addition to aberrant threat learning and extinction, deficient safety learning was demon-
strated for chronic pain patients and patients with anxiety disorders [44, 48, 54].

In both experiments pain ratings for the threat group were higher in the second half of the
experiment compared to the safety group. In experiment 2, the increase after repositioning the
thermode was especially pronounced and prolonged in the threat group. With regard to moti-
vational priming applied to the context of pain [19, 20], for participants of the threat group the
acutely increased pain sensation in later trials might have served as a salient somatosensory
reminder of the aversive conditioning procedure, inducing negative affect and increased pain.

Conclusion

The present data revealed no modulation by safety—following safety induction using an
adapted explicit unpaired procedure established by Pollak [21]. Instead, both studies demon-
strate the challenge to establish and especially maintain safety in the context of concurrently
experienced pain. Future studies are necessary, which address the time course of threat and
especially safety extinction—in the context of pain—elucidating the role of hampered safety
learning (and rapid safety extinction) for pain processing and the devolvement of chronic pain
and its comorbidities.

Supporting information

S1 Fig. Affective cue ratings of the CS during acquisition and test phase for both groups.
(TIF)

S2 Fig. Affective cue ratings of the CS during acquisition and test phase for both groups.
(TIF)

S1 File. Experiment 1. Additional information of participants. Additional Information of Par-
ticipants Before the main experiment participants completed the state version of the State-
Trait Anxiety Inventory, STAI-S (55, 56], the Positive and Negative Affect Schedule, PANAS
[57], the Pain Sensitivity Questionnaire, PSQ [58], the Pain Catastrophizing Scale, PCS [59, 60].
After the experiment the following questionnaires were assessed: the Resilience Scale, RS-25
[61], the trait version of the State-Trait Anxiety Inventory, STAI-T [55, 56], the Life-Orienta-
tion-Test Revised, LOT-R [62, 63], the Expressions of Spirituality, ASP2.1 [64, 65], the Beck
Depression-Inventory, BDI-1I [66, 67], the Sensitivity to Punishment and Sensitivity to Reward,
SPSRQ [68], the Experience in close relationships- revised ECR-RD [69, 70] and the Anxiety
Sensitivity Index-3, ASI3 [71] was assessed. In general, the two groups did not differ in their
test scores (Table 1) apart from their PSQ (p = .03), where the threat group had higher scores
and the subscale of sensitivity to punishment scale of the SPSRQ (p = .02), where the safety
group had higher scores. The mean questionnaire scores and standard deviations are shown in
S1 Table.

(DOCX)
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S2 File. Experiment 2. Additional information of participants. The assessed questionnaires in
experiment 2 after the experiment were reduced in comparison to experiment 1 to keep the
total time limited, therefore only the following questionnaires were assessed: the Resilience
Scale, RS-25 [61], the trait version of the State-Trait Anxiety Inventory, STAI-T [55, 56], the
Life-Orientation-Test Revised, LOT-R [62, 63], the Expressions of Spirituality, ASP2.1 [64, 65].
The Beck Depression-Inventory, BDI-1I [66, 671, the Sensitivity to Punishment and Sensitivity to
Reward, SPSRQ [68], the Experience in close relationships- revised ECR-RD [69, 70] and the
Anxiety Sensitivity Index-3, ASI3 [71] were no longer assessed. The two groups did not differ
in their test scores (S2 Table).

(DOCX)

S1 Table. Mean scores of pain threshold and questionnaires in the two experimental
groups.
(DOCX)

$2 Table. Mean scores in pain threshold and questionnaires in the two experimental
groups.
(DOCX)

Acknowledgments

This work was supported by the Evangelisches Studienwerk e.V. and conducted within the
doctoral program “Resilience factors in pain processing”.

Author Contributions

Investigation: Anna-Lena Zillig.

Methodology: Anna-Lena Zillig.

Software: Anna-Lena Zillig.

Supervision: Philipp Reicherts.

Writing - original draft: Anna-Lena Zillig.

Writing - review & editing: Paul Pauli, Matthias Wieser, Philipp Reicherts.

References

1. Bushnell C, Ceko M, Low LA. Cognitive and emotional control of pain and its disruption in chronic pain.
Nat Rev Neurosci. 2013; 14(7):502—11. https://doi.org/10.1038/nrn3516 PMID: 23719569

2. Reicherts P, Wiemer J, Gerdes ABM, Schulz SM, Pauli P, Wieser MJ. Anxious anticipation and pain:
the influence of instructed vs conditioned threat on pain. Soc Cogn Affect Neurosci. 2017; 12(4):544—
54. https://doi.org/10.1093/scan/nsw181 PMID: 28008077

3. Rhudy J, Meagher M. Fear and anxiety: divergent effects on human pain thresholds. Pain. 2000; 84
(1):65-75. https://doi.org/10.1016/S0304-3959(99)00183-9 PMID: 10601674

4. WiechK, Tracey |. The influence of negative emotions on pain: behavioral effects and neural mecha-
nisms. Neuroimage. 2009; 47(3):987-94. https://doi.org/10.1016/j.neuroimage.2009.05.059 PMID:
19481610

5. Becker S, Gandhi W, Pomares F, Wager TD, Schweinhardt P. Orbitofrontal cortex mediates pain inhibi-
tion by monetary reward. Social Cognitive and Affective Neuroscience. 2017; 12(4):651-61. https://doi.
org/10.1093/scan/nsw173 PMID: 28119505

6. Kenntner-Mabiala R, Andreatta M, Wieser MJ, Mihlberger A, Pauli P. Distinct effects of attention and
affect on pain perception and somatosensory evoked potentials. Biological psychology. 2008; 78
(1):114-22. https://doi.org/10.1016/j.biopsycho.2008.01.007 PMID: 18328614

PLOS ONE | https://doi.org/10.1371/journal.pone.0289047 November 7, 2023 20/23


http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0289047.s004
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0289047.s005
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0289047.s006
https://doi.org/10.1038/nrn3516
http://www.ncbi.nlm.nih.gov/pubmed/23719569
https://doi.org/10.1093/scan/nsw181
http://www.ncbi.nlm.nih.gov/pubmed/28008077
https://doi.org/10.1016/S0304-3959%2899%2900183-9
http://www.ncbi.nlm.nih.gov/pubmed/10601674
https://doi.org/10.1016/j.neuroimage.2009.05.059
http://www.ncbi.nlm.nih.gov/pubmed/19481610
https://doi.org/10.1093/scan/nsw173
https://doi.org/10.1093/scan/nsw173
http://www.ncbi.nlm.nih.gov/pubmed/28119505
https://doi.org/10.1016/j.biopsycho.2008.01.007
http://www.ncbi.nlm.nih.gov/pubmed/18328614
https://doi.org/10.1371/journal.pone.0289047

PLOS ONE

On the influence of learned safety on pain perception

10.

1.

12

13.

14.

15.

16.

17.

18.

19.

20.

21,

22,

23.

24,

25.

26.

27.

Kenntner-Mabiala R, Pauli P. Affective modulation of brain potentials to painful and nonpainful stimuli.
Psychophysiology. 2005; 42(5):559-67. https://doi.org/10.1111/j.1469-8986.2005.00310.x PMID:
16176378

Reicherts P, Wieser MJ, Gerdes AB, Likowski KU, Weyers P, Muhlberger A, et al. Electrocortical evi-
dence for preferential processing of dynamic pain expressions compared to other emotional expres-
sions. Pain. 2012; 153(9):1959-64. https://doi.org/10.1016/j.pain.2012.06.017 PMID: 22795483

Reicherts P, Gerdes AB, Pauli P, Wieser M. On the mutual effects of pain and emotion: facial pain
expressions enhance pain perception and vice versa are perceived as more arousing when feeling
pain. Pain. 2013; 154(6):793-800. https://doi.org/10.1016/j.pain.2013.02.012 PMID: 23541426

Roy C, Blais C, Fiset D, Rainville P, Gosselin F. Efficient information for recognizing pain in facial
expressions. European Journal of Pain. 2015; 19(6):852—60. https://doi.org/10.1002/ejp.676 PMID:
25708816

Roy M, Piché M, Chen J-1, Peretz |, Rainville P. Cerebral and spinal modulation of pain by emotions.
Proceedings of the National Academy of Sciences. 2009; 106(49):20900-5. https://doi.org/10.1073/
pnas.0904706106 PMID: 19926861

Duschek S, Nassauer L, Montoro Cl, Bair A, Montoya P. Dispositional empathy is associated with
experimental pain reduction during provision of social support by romantic partners. Scandinavian Jour-
nal of Pain. 2019; 20(1):205-9. https://doi.org/10.1515/sjpain-2019-0025 PMID: 31433786

Butler RK, Finn DP. Stress-induced analgesia. Prog Neurobiol. 2009; 88(3):184-202. https://doi.org/10.
1016/j.pneurobio.2009.04.003 PMID: 19393288

Rhudy JL, Meagher MW. Negative affect: effects on an evaluative measure of human pain. Pain. 2003;
104(3):617-26. https://doi.org/10.1016/S0304-3959(03)00119-2 PMID: 12927634

Rogan MT, Leon KS, Perez DL, Kandel ER. Distinct neural signatures for safety and danger in the
amygdala and striatum of the mouse. Neuron. 2005; 46(2):309-20. https://doi.org/10.1016/j.neuron.
2005.02.017 PMID: 15848808

Pollak DD, Monje FJ, Zuckerman L, Denny CA, Drew MR, Kandel ER. An animal model of a behavioral
intervention for depression. Neuron. 2008; 60(1):149-61. https://doi.org/10.1016/j.neuron.2008.07.041
PMID: 18940595

Candido A, Gonzalez F, de Brugada |. Safety signals from avoidance learning but not from yoked classi-
cal conditioning training pass both summation and retardation tests for inhibition. Behavioural pro-
cesses. 2004; 66(2):153—60. https://doi.org/10.1016/j.beproc.2004.01.011 PMID: 15110917

Walasek G, Wesierska M, Zielinski K. Conditioning of fear and conditioning of safety in rats. Acta neuro-
biologiae experimentalis. 1995; 55:121-. PMID: 7660862

Rhudy JL, Bartley EJ, Williams AE. Habituation, sensitization, and emotional valence modulation of
pain responses. Pain. 2010; 148(2):320-7. https://doi.org/10.1016/j.pain.2009.11.018 PMID:
20022696

Lang PJ. The emotion probe: studies of motivation and attention. American psychologist. 1995; 50
(5):372.
Pollak DD, Rogan MT, Egner T, Perez DL, Yanagihara TK, Hirsch J. A translational bridge between

mouse and human models of learned safety. Annals of medicine. 2010; 42(2):127-34. https://doi.org/
10.3109/07853890903583666 PMID: 20121549

Ostroff LE, Cain CK, Bedont J, Monfils MH, LeDoux JE. Fear and safety learning differentially affect
synapse size and dendritic translation in the lateral amygdala. Proceedings of the National Academy of
Sciences. 2010; 107(20):9418-23. https://doi.org/10.1073/pnas.0913384107 PMID: 20439732

Rogan MT, LeDoux JE. LTP is accompanied by commensurate enhancement of auditory-evoked
responses in a fear conditioning circuit. Neuron. 1995; 15(1):127-36. https://doi.org/10.1016/0896-
6273(95)90070-5 PMID: 7619517

Josselyn SA, Falls WA, Gewirtz JC, Pistell P, Davis M. The nucleus accumbens is not critically involved
in mediating the effects of a safety signal on behavior. Neuropsychopharmacology. 2005; 30(1):17.
https://doi.org/10.1038/sj.npp.1300530 PMID: 15257308

Kong E, Monje FJ, Hirsch J, Pollak DD. Learning not to fear: neural correlates of learned safety. Neurop-
sychopharmacology. 2014; 39(3):515-27. https://doi.org/10.1038/npp.2013.191 PMID: 23963118

Lonsdorf TB, Menz MM, Andreatta M, Fullana MA, Golkar A, Haaker J, et al. Don’t fear ‘fear condition-
ing’: Methodological considerations for the design and analysis of studies on human fear acquisition,
extinction, and return of fear. Neuroscience & Biobehavioral Reviews. 2017; 77:247-85. https://doi.org/
10.1016/j.neubiorev.2017.02.026 PMID: 28263758

Bublatzky F, Gerdes A, Alpers GW. The persistence of socially instructed threat: Two threat-of-shock
studies. Psychophysiology. 2014; 51(10):1005—14. https://doi.org/10.1111/psyp.12251 PMID:
24942368

PLOS ONE | https://doi.org/10.1371/journal.pone.0289047 November 7, 2023 21/23


https://doi.org/10.1111/j.1469-8986.2005.00310.x
http://www.ncbi.nlm.nih.gov/pubmed/16176378
https://doi.org/10.1016/j.pain.2012.06.017
http://www.ncbi.nlm.nih.gov/pubmed/22795483
https://doi.org/10.1016/j.pain.2013.02.012
http://www.ncbi.nlm.nih.gov/pubmed/23541426
https://doi.org/10.1002/ejp.676
http://www.ncbi.nlm.nih.gov/pubmed/25708816
https://doi.org/10.1073/pnas.0904706106
https://doi.org/10.1073/pnas.0904706106
http://www.ncbi.nlm.nih.gov/pubmed/19926861
https://doi.org/10.1515/sjpain-2019-0025
http://www.ncbi.nlm.nih.gov/pubmed/31433786
https://doi.org/10.1016/j.pneurobio.2009.04.003
https://doi.org/10.1016/j.pneurobio.2009.04.003
http://www.ncbi.nlm.nih.gov/pubmed/19393288
https://doi.org/10.1016/S0304-3959%2803%2900119-2
http://www.ncbi.nlm.nih.gov/pubmed/12927634
https://doi.org/10.1016/j.neuron.2005.02.017
https://doi.org/10.1016/j.neuron.2005.02.017
http://www.ncbi.nlm.nih.gov/pubmed/15848808
https://doi.org/10.1016/j.neuron.2008.07.041
http://www.ncbi.nlm.nih.gov/pubmed/18940595
https://doi.org/10.1016/j.beproc.2004.01.011
http://www.ncbi.nlm.nih.gov/pubmed/15110917
http://www.ncbi.nlm.nih.gov/pubmed/7660862
https://doi.org/10.1016/j.pain.2009.11.018
http://www.ncbi.nlm.nih.gov/pubmed/20022696
https://doi.org/10.3109/07853890903583666
https://doi.org/10.3109/07853890903583666
http://www.ncbi.nlm.nih.gov/pubmed/20121549
https://doi.org/10.1073/pnas.0913384107
http://www.ncbi.nlm.nih.gov/pubmed/20439732
https://doi.org/10.1016/0896-6273%2895%2990070-5
https://doi.org/10.1016/0896-6273%2895%2990070-5
http://www.ncbi.nlm.nih.gov/pubmed/7619517
https://doi.org/10.1038/sj.npp.1300530
http://www.ncbi.nlm.nih.gov/pubmed/15257308
https://doi.org/10.1038/npp.2013.191
http://www.ncbi.nlm.nih.gov/pubmed/23963118
https://doi.org/10.1016/j.neubiorev.2017.02.026
https://doi.org/10.1016/j.neubiorev.2017.02.026
http://www.ncbi.nlm.nih.gov/pubmed/28263758
https://doi.org/10.1111/psyp.12251
http://www.ncbi.nlm.nih.gov/pubmed/24942368
https://doi.org/10.1371/journal.pone.0289047

PLOS ONE

On the influence of learned safety on pain perception

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42,

43.

44.

45.

46.

47.

48.

49.

Sehlmeyer C, Schoéning S, Zwitserlood P, Pfleiderer B, Kircher T, Arolt V, et al. Human fear conditioning
and extinction in neuroimaging: a systematic review. PloS one. 2009; 4(6). https://doi.org/10.1371/
journal.pone.0005865 PMID: 19517024

Rhudy JL, France CR, Bartley EJ, McCabe KM, Williams AE. Psychophysiological responses to pain:
further validation of the nociceptive flexion reflex (NFR) as a measure of nociception using multilevel
modeling. Psychophysiology. 2009; 46(5):939-48. https://doi.org/10.1111/j.1469-8986.2009.00835.x
PMID: 19497013

Bradley MM, Codispoti M, Cuthbert BN, Lang PJ. Emotion and Motivation |: Defensive and Appetitive
Reactions in Picture Processing. Emotion. 2001; 1(3):276—98. PMID: 12934687

Kroéner-Herwig B, Frettloh J, Klinger R, Nilges P. Schmerzpsychotherapie. Springer. 2011; 3
(642):12783.

Faul F, Erdfelder E, Buchner A, Lang A-GJBrm. Statistical power analyses using G* Power 3.1: Tests
for correlation and regression analyses. 2009; 41(4):1149-60.

Horn-Hofmann C, Lautenbacher S. Modulation of the startle reflex by heat pain: Does threat play a
role? European Journal of Pain. 2015; 19(2):216-24. https://doi.org/10.1002/ejp.539 PMID: 24917170

Lautenbacher S, Roscher S, Strian F. Tonic pain evoked by pulsating heat: temporal summation mech-
anisms and perceptual qualities. Somatosensory & motor research. 1995; 12(1):59-70. https://doi.org/
10.3109/08990229509063142 PMID: 7571943

Smith BW, Tooley EM, Montague EQ, Robinson AE, Cosper CJ, Mullins PG. Habituation and sensitiza-
tion to heat and cold pain in women with fibromyalgia and healthy controls. Pain. 2008; 140(3):420-8.
https://doi.org/10.1016/j.pain.2008.09.018 PMID: 18947923

Magerl W, Treede R-D. Physiologie von Nozizeption und Schmerz. Schmerzpsychotherapie: Springer;
2017.p. 31-72.

Price DD, Mcgrath PA, Rafii A, Buckingham B. The Validation of Visual Analog Scales as Ratio Scale
Measures for Chronic and Experimental Pain. Pain. 1983; 17(1):45-56.

Koers G, Mulder LJ, van der Veen F. The computation of evoked heart rate and blood pressure. Journal
of Psychophysiology. 1999; 13(2):83.

Loggia ML, Juneau M, Bushnell MC. Autonomic responses to heat pain: Heart rate, skin conductance,
and their relation to verbal ratings and stimulus intensity. PAIN. 2011; 152(3):592-8. https://doi.org/10.
1016/j.pain.2010.11.032 PMID: 21215519

Bradley MM, Lang PJ. Measuring emotion: the self-assessment manikin and the semantic differential.
Journal of behavior therapy and experimental psychiatry. 1994; 25(1):49-59. https://doi.org/10.1016/
0005-7916(94)90063-9 PMID: 7962581

Jovanovic T, Norrholm SD, Keyes M, Fiallos A, Jovanovic S, Myers KM, et al. Contingency awareness
and fear inhibition in a human fear-potentiated startle paradigm. Behavioral Neuroscience. 2006; 120
(5):995. https://doi.org/10.1037/0735-7044.120.5.995 PMID: 17014251

Mechias M-L, Etkin A, Kalisch R. A meta-analysis of instructed fear studies: Implications for conscious
appraisal of threat. Neurolmage. 2010; 49(2):1760-8. https://doi.org/10.1016/j.neuroimage.2009.09.
040 PMID: 19786103

Hur J, lordan AD, Berenbaum H, Dolcos F. Emotion—attention interactions in fear conditioning: Modera-
tion by executive load, neuroticism, and awareness. Biological psychology. 2016; 121:213-20. https:/
doi.org/10.1016/j.biopsycho.2015.10.007 PMID: 26522991

Jovanovic T, Norrholm SD, Blanding NQ, Davis M, Duncan E, Bradley B, et al. Impaired fear inhibition
is a biomarker of PTSD but not depression. Depression and anxiety. 2010; 27(3):244-51. https://doi.
org/10.1002/da.20663 PMID: 20143428

Myers KM, Davis M. AX+, BX-discrimination learning in the fear-potentiated startle paradigm: possible
relevance to inhibitory fear learning in extinction. Learning & Memory. 2004; 11(4):464—75. https://doi.
org/10.1101/Im.74704 PMID: 15254216

Milad MR, Quirk GJ. Fear extinction as a model for translational neuroscience: ten years of progress.
Annu Rev Psychol. 2012; 63:129-51. https://doi.org/10.1146/annurev.psych.121208.131631 PMID:
22129456

Wieser MJ, Pauli P. Neuroscience of pain and emotion. The neuroscience of pain, stress, and emotion:
Psychological and clinical implications. San Diego, CA, US: Elsevier Academic Press; 2016. p. 3-27.

Meulders A. Fear in the context of pain: Lessons learned from 100 years of fear conditioning research.
Behaviour research and therapy. 2020; 131:103635. https://doi.org/10.1016/j.brat.2020.103635 PMID:
32417719

Godinho F, Magnin M, Frot M, Perchet C, Garcia-Larrea L. Emotional Modulation of Pain: Is It the Sen-
sation or What We Recall? The Journal of Neuroscience. 2006; 26(44):11454—61. https://doi.org/10.
1523/JNEUROSCI.2260-06.2006 PMID: 17079675

PLOS ONE | https://doi.org/10.1371/journal.pone.0289047 November 7, 2023 22/23


https://doi.org/10.1371/journal.pone.0005865
https://doi.org/10.1371/journal.pone.0005865
http://www.ncbi.nlm.nih.gov/pubmed/19517024
https://doi.org/10.1111/j.1469-8986.2009.00835.x
http://www.ncbi.nlm.nih.gov/pubmed/19497013
http://www.ncbi.nlm.nih.gov/pubmed/12934687
https://doi.org/10.1002/ejp.539
http://www.ncbi.nlm.nih.gov/pubmed/24917170
https://doi.org/10.3109/08990229509063142
https://doi.org/10.3109/08990229509063142
http://www.ncbi.nlm.nih.gov/pubmed/7571943
https://doi.org/10.1016/j.pain.2008.09.018
http://www.ncbi.nlm.nih.gov/pubmed/18947923
https://doi.org/10.1016/j.pain.2010.11.032
https://doi.org/10.1016/j.pain.2010.11.032
http://www.ncbi.nlm.nih.gov/pubmed/21215519
https://doi.org/10.1016/0005-7916%2894%2990063-9
https://doi.org/10.1016/0005-7916%2894%2990063-9
http://www.ncbi.nlm.nih.gov/pubmed/7962581
https://doi.org/10.1037/0735-7044.120.5.995
http://www.ncbi.nlm.nih.gov/pubmed/17014251
https://doi.org/10.1016/j.neuroimage.2009.09.040
https://doi.org/10.1016/j.neuroimage.2009.09.040
http://www.ncbi.nlm.nih.gov/pubmed/19786103
https://doi.org/10.1016/j.biopsycho.2015.10.007
https://doi.org/10.1016/j.biopsycho.2015.10.007
http://www.ncbi.nlm.nih.gov/pubmed/26522991
https://doi.org/10.1002/da.20663
https://doi.org/10.1002/da.20663
http://www.ncbi.nlm.nih.gov/pubmed/20143428
https://doi.org/10.1101/lm.74704
https://doi.org/10.1101/lm.74704
http://www.ncbi.nlm.nih.gov/pubmed/15254216
https://doi.org/10.1146/annurev.psych.121208.131631
http://www.ncbi.nlm.nih.gov/pubmed/22129456
https://doi.org/10.1016/j.brat.2020.103635
http://www.ncbi.nlm.nih.gov/pubmed/32417719
https://doi.org/10.1523/JNEUROSCI.2260-06.2006
https://doi.org/10.1523/JNEUROSCI.2260-06.2006
http://www.ncbi.nlm.nih.gov/pubmed/17079675
https://doi.org/10.1371/journal.pone.0289047

PLOS ONE

On the influence of learned safety on pain perception

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.
67.

68.

69.

70.

71.

Wieser MJ, Gerdes AB, Greiner R, Reicherts P, Pauli P. Tonic pain grabs attention, but leaves the pro-
cessing of facial expressions intact-evidence from event-related brain potentials. Biol Psychol. 2012; 90
(3):242-8. https://doi.org/10.1016/j.biopsycho.2012.03.019 PMID: 22503790

Van Damme S, Legrain V, Vogt J, Crombez GJN, Reviews B. Keeping pain in mind: a motivational
account of attention to pain. 2010; 34(2):204—13.

Klinke CM, Fiedler D, Lange MD, Andreatta M. Evidence for impaired extinction learning in humans
after distal stress exposure. Neurobiology of learning and memory. 2020; 167:107127. https://doi.org/
10.1016/j.nlm.2019.107127 PMID: 31765799

Harvie DS, Moseley GL, Hillier SL, Meulders A. Classical Conditioning Differences Associated With
Chronic Pain: A Systematic Review. The Journal of Pain. 2017; 18(8):889-98. https://doi.org/10.1016/j.
jpain.2017.02.430 PMID: 28385510

Lissek S, Rabin SJ, McDowell DJ, Dvir S, Bradford DE, Geraci M, et al. Impaired discriminative fear-
conditioning resulting from elevated fear responding to learned safety cues among individuals with
panic disorder. Behaviour research and therapy. 2009; 47(2):111-8. https://doi.org/10.1016/j.brat.
2008.10.017 PMID: 19027893

Laux L, Glanzmann P, Schaffner P, Spielberger CD. Das State-Trait-Angstinventar. Theoretische
Grundlagen und Handanweisung. Weinheim: Beltz Test GmbH; 1981.

Spielberger CD, Gorsuch RL, Lushene R, Vagg PR, Jacobs GA. Manual for the State-Trait Anxiety
Inventory. Palo Alto, CA: Consulting Psychologists Press; 1983.

Krohne HW, Egloff B, Kohimann C-W, Tausch A. Untersuchungen mit einer deutschen Version der"
Positive and Negative Affect Schedule"(PANAS). Diagnostica-Gottingen-. 1996; 42:139-56.

Ruscheweyh R, Marziniak M, Stumpenhorst F, Reinholz J, Knecht S. Pain sensitivity can be assessed
by self-rating: Development and validation of the Pain Sensitivity Questionnaire. Pain. 2009; 146(1):65—
74. https://doi.org/10.1016/j.pain.2009.06.020 PMID: 19665301

Meyer K, Sprott H, Mannion AF. Cross-cultural adaptation, reliability, and validity of the German version
of the Pain Catastrophizing Scale. Journal of Psychosomatic Research. 2008; 64(5):469-78. https://
doi.org/10.1016/j.jpsychores.2007.12.004 PMID: 18440399

Sullivan MJL, Bishop SR, Pivik J. The Pain Catastrophizing Scale: Development and validation. Psy-
chological Assessment. 1995; 7(4):524-32.

Schumacher J, Leppert K, Gunzelmann T, Strauf3 B, Bréhler E. Die Resilienzskala—Ein Fragebogen zur
Erfassung der psychischen Widerstandsfahigkeit als Personmerkmal. Zeitschrift fir Klinische Psycho-
logie, Psychiatrie und Psychotherapie. 2005; 53(1):16-39.

Scheier MF, Carver CS, Bridges MW. Distinguishing optimism from neuroticism (and trait anxiety, self-
mastery, and self-esteem): A re-evaluation of the Life Orientation Test. Journal of Personality and
Social Psychology. 1994; 67:1063-78. https://doi.org/10.1037//0022-3514.67.6.1063 PMID: 7815302

Glaesmer H, Hoyer J, Klotsche J, Herzberg PY. Die deutsche Version des Life-Orientation-Tests (LOT-
R) zum dispositionellen Optimismus und Pessimismus. Zeitschrift fir Gesundheitspsychologie. 2008;
16(1):26-31.

Bussing A, Foéller-Mancini A, Gidley J, Heusser P. Aspects of spirituality in adolescents. International
Journal of Children’s Spirituality. 2010; 15(1):25-44.

Bussing A, Ostermann T, Matthiessen P. Distinct Expressions of Vital Spirituality" The ASP Question-
naire as an Explorative Research Tool". Journal of Religion Health. 2007:267-86.

Hautzinger M, Keller F, Kiihner C. Beck-Depressions-Inventar: Revision: Harcourt Test Services; 2006.

Kuhner C, Birger C, Keller F, Hautzinger M. Reliabilitat und Validitat des revidierten Beck-Depression-
sinventars (BDI-Il). Nervenarzt. 2007; 78(6):651-6.

Torrubia R, Avila C, Molté J, Caseras X. The Sensitivity to Punishment and Sensitivity to Reward Ques-
tionnaire (SPSRQ) as a measure of Gray’s anxiety and impulsivity dimensions. Personality and Individ-
ual Differences. 2001; 31(6):837-62.

Ehrenthal J, Dinger U, Lamla A, Funken B, Schauenburg H. Evaluation der deutschsprachigen Version
des Bindungsfragebogens “Experiences in Close Relationships—Revised’(ECR-RD). Psychotherapie-
Psychosomatik- Medizinische Psychologie. 2009; 59(06):215-23. https://doi.org/10.1055/s-2008-
1067425 PMID: 18600614

Fraley RC, Waller NG, Brennan KA. An item response theory analysis of self-report measures of adult
attachment. Journal of personality and social psychology 2000; 78(2):350. https://doi.org/10.1037//
0022-3514.78.2.350 PMID: 10707340

Kemper CJ, Ziegler M, Taylor S. Uberpriifung der psychometrischen Qualitat der deutschen Version
des Angstsensitivitatsindex-3. Diagnostica. 2009; 55(4):223-33.

PLOS ONE | https://doi.org/10.1371/journal.pone.0289047 November 7, 2023 23/23


https://doi.org/10.1016/j.biopsycho.2012.03.019
http://www.ncbi.nlm.nih.gov/pubmed/22503790
https://doi.org/10.1016/j.nlm.2019.107127
https://doi.org/10.1016/j.nlm.2019.107127
http://www.ncbi.nlm.nih.gov/pubmed/31765799
https://doi.org/10.1016/j.jpain.2017.02.430
https://doi.org/10.1016/j.jpain.2017.02.430
http://www.ncbi.nlm.nih.gov/pubmed/28385510
https://doi.org/10.1016/j.brat.2008.10.017
https://doi.org/10.1016/j.brat.2008.10.017
http://www.ncbi.nlm.nih.gov/pubmed/19027893
https://doi.org/10.1016/j.pain.2009.06.020
http://www.ncbi.nlm.nih.gov/pubmed/19665301
https://doi.org/10.1016/j.jpsychores.2007.12.004
https://doi.org/10.1016/j.jpsychores.2007.12.004
http://www.ncbi.nlm.nih.gov/pubmed/18440399
https://doi.org/10.1037//0022-3514.67.6.1063
http://www.ncbi.nlm.nih.gov/pubmed/7815302
https://doi.org/10.1055/s-2008-1067425
https://doi.org/10.1055/s-2008-1067425
http://www.ncbi.nlm.nih.gov/pubmed/18600614
https://doi.org/10.1037//0022-3514.78.2.350
https://doi.org/10.1037//0022-3514.78.2.350
http://www.ncbi.nlm.nih.gov/pubmed/10707340
https://doi.org/10.1371/journal.pone.0289047

