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ABSTRACT

Fear of movement-related pain significantly contributes to musculoskeletal chronic
pain disability. Previous research has shown that fear of movement-related pain can
be classically conditioned. That is, in a differential fear conditioning paradigm,
after (repeatedly) pairing a neutral joystick movement (conditioned stimulus; CS+)
with a painful stimulus (unconditioned stimulus; pain-US), that movement in
itself starts to elicit self-reported fear and elevated psychophysiological arousal
compared to a control joystick movement (CS—) that was never paired with pain.
Further, it has been demonstrated that novel movements that are more similar

to the original CS+ elicit more fear than novel movements that are more similar to
the CS—, an adaptive process referred to as stimulus generalization. By default,
movement/action takes place in reference to the three-dimensional space: a
movement thus not only involves proprioceptive information, but it also contains
spatiotopic information. Therefore, the aim of this study was to investigate to what
extent spatiotopic information (i.e., endpoint location of movement) contributes

to the acquisition and generalization of such fear of movement-related pain besides
proprioception (i.e., movement direction). In a between-subjects design, the location
group performed joystick movements from the middle position to left and right;
the movement group moved the joystick from left and right to the middle.

One movement (CS+) was paired with pain, another not (CS—). Feature overlap
between CSs typically reduces differential learning. The endpoint of both CSs in the
movement group is an overlapping feature whereas in the location group the
endpoint of both CSs is distinct; therefore we hypothesized that there would be less
differential fear learning in the movement group compared to the location group.
We also tested generalization to movements with similar proprioceptive features but
different endpoint location. Following the principle of stimulus generalization, we
expected that novel movements in the same direction as the CS+ but with a different
endpoint would elicit more fear than novel movement in the same direction of
the CS— but with a different endpoint. Main outcome variables were self-reported
fear and pain-US expectancy and eyeblink startle responses (electromyographic).
Corroborating the feature overlap hypothesis, the location group showed greater
differential fear acquisition. Fear generalization emerged for both groups in the verbal
ratings, suggesting that fear indeed accrued to proprioceptive CS features; these effects,
however, were not replicated in the startle measures.
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INTRODUCTION

Accumulating empirical evidence, mostly from studies with chronic musculoskeletal
pain patients, shows that pain-related fear significantly predicts physical performance,
functional disability (Swinkels-Meewisse et al., 2006), and sick leave (Gheldof et al., 2005)
and that such fear is often more disabling than the pain itself (Crombez et al., 1999).
Previous research has convincingly demonstrated the role of associative learning processes
in the development (Meulders, Vansteenwegen ¢ Vlaeyen, 2011, 2012) and spreading
(Geschwind et al., 2015; Meulders, Jans & Vlaeyen, 2015; Meulders et al., 2013; Meulders &
Vlaeyen, 2013) of fear of movement-related pain. More particularly, an initially neutral
proprioceptive stimulus associated with a particular movement (conditioned stimulus,
CS; e.g., bending forward left to pick something from the floor) that is paired with pain
(unconditioned stimulus, pain-US; e.g., a shooting pain in the lower back) may start to
elicit protective responding in the anticipation of pain such as heightened attentional
orientation, autonomic arousal, and avoidance behavior compared with another neutral
movement (CS—; bending forward right) that was not paired with pain. Yet, clinical
observations clearly show that chronic pain patients do not only avoid those movements
that were paired with pain in an initial (acute pain) learning episode, but that fear

of movement-related pain and its associated avoidance behavior can generalize to other
movements that were never paired with pain. This learning mechanism, referred to as
stimulus generalization, is adaptive because it enables us to extrapolate information from
one aversive learning episode and apply it to novel, similar situations without having

to learn everything anew (De Clercq et al., 2006; Ghirlanda ¢ Enquist, 2003; Honig ¢
Urcuioli 1981; Kalish, 1969). However, when these conditioned protective responses spread
to safe stimuli, fear and avoidance lose their adaptive function (Meulders et al., 2014, 2017;
Meulders, Jans & Vlaeyen, 2015).

The ability to predict which movements/actions are accompanied or followed by pain
has an evolutionary advantage, as it enables us to initiate appropriate protective action
(Vlaeyen, 2015). Additionally, the ability to precisely localize sensory stimuli —providing
information about where pain will occur- is also fundamental to how, we interact with
our environment; indeed, to our survival. Spatiotopic information is thus equally
important for threat appraisal and defensive action (De Paepe, Crombez ¢ Legrain, 2015).
In real-life situations, spatiotopic, and movement-related (proprioceptive) information
always interact with each other; all movement/action takes place in reference to the
three-dimensional space. With respect to the prediction of the pain both channels
of information may diverge or converge. In the above-mentioned bending example, both
bending forward left (CS+) and bending forward right (CS—) entails moving the head
facedown, in terms of planes of reference that is, moving toward the inferior part of the
cross-sectional plane. Although the end point location of both movements is quite similar,
the proprioceptive characteristics of these movements are dissimilar. In this example
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the CS+ and CS— thus share the same endpoint location in the three-dimensional

space (facedown). In learning theory this can be conceptualized as feature overlap.
Feature overlap between the CS+ and CS— has been shown to reduce differential learning.
For example, Haddad et al. (2012) showed that conditioned fear generalized more to a
CS— (female face) that resembled the CS+ (another female face), compared to a
perceptually dissimilar CS— (gray oval of similar proportions to the female faces).

In this study, we wanted to address the intriguing question as to what extent spatiotopic
information contributes to the acquisition of fear of movement-related pain in addition
to proprioceptive or movement-related information only. We used an adapted version
of the Voluntary Joystick Movement Paradigm (VJMP) (Meulders, Vansteenwegen ¢
Vlaeyen, 2011). In the standard set-up, moving the joystick from the center position to the
left (CS+) is followed by a painful electrocutaneous stimulus (pain-US), whereas moving
the joystick from the center position to the right (CS—) is not (counterbalanced across
participants). This means that the endpoint location of the CS+ movement (i.e., the left
side in the three-dimensional space with the body midline as reference) is an additional
predictor of the pain-US; the endpoint of CS— movement is located on the opposite
side and therefore the endpoint location is clearly different for both movements. In a
between-subjects design, we added a group to the standard set-up with overlapping
spatiotopic and proprioceptive information relating to the pain-US prediction. More
specifically, participants moved the joystick from the left to the center (i.e., right
movement) and from the right to the center (i.e., left movement); the center position being
the endpoint location for both CS movements. The endpoint location in this newly added
group is ambiguous, and can be conceptualized as an overlapping feature. In line with
the feature overlap hypothesis, we hypothesized greater differential learning in the location
group (i.e., endpoint location non-overlap for CS+ and CS-) than in the movement
group (i.e., endpoint location overlap for CS+ and CS—). Subsequently, groups went
through a crossover phase testing fear generalization; based on the principle of stimulus
generalization, we hypothesized that if associative strength accrues to the proprioceptive
features, generalization to novel, proprioceptively similar movements with different
endpoint location would occur.

METHODS AND MATERIALS

Participants

A total of 51 healthy, pain-free indiviuals volunteered to participate in this study. The sample
size was informed by previous research using a similar paradigm and a between-subjects
design (Geschwind et al., 2015; Meulders, Jans & Viaeyen, 2015). Volunteers were
recruited through flyers and were paid €8 for their participation. Exclusion criteria were:
pregnancy, current or history of cardiovascular disease, chronic or acute respiratory
disease (e.g., asthma, bronchitis), neurological diseases (e.g., epilepsy), any current or
past psychiatric disorder including clinical depression and panic/anxiety disorder,
chronic pain, uncorrected hearing problems, painful wrist/hand, or related problems,
cardiac pacemaker or the presence of any other electronic medical devices, and the
presence of any other severe medical conditions. After checking these exclusion criteria
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Please note that additional analyses
including the medical pain subscale of
the FPQ as a covariate did not change the
results, suggesting that the observed
differences between the groups are not
due to the higher score on this index in
the movement group.

Table 1 Demographic characteristics and scores on the psychological trait questionnaires for the
location and the movement group separately.

Total N = 51 Location group (n =26) Movement group (n = 25) ¢ p-value
M SD M SD
Age (in years) 24.73 8.35 25.88 8.85 -0.48 0.64
Self-reported pain intensity 7.56 0.86 7.48 0.99 030 0.77
(1-10)
Pain intensity (in mA) 28.23 2191 21.24 11.41 142  0.16
PANAS—negative affect 18.54 5.55 18.92 1.05 -0.25 0.81
PANAS—positive affect 35.58 4.67 34.76 4.97 0.60 0.55
STAI-T—total score 37.69 10.86 37.60 9.04 0.03 097
PCS—total score 14.46 9.17 16.72 8.02 -0.93 0.35
PCS—magnification 2.69 2.28 3.08 2.29 -0.61 0.55
PCS—rumination 7.23 4.26 8.08 4.04 -0.73 047
PCS—helplessness 4.54 3.72 5.56 3.19 -1.05 0.30
FPQ—total score 60.19 15.75 64.12 13.14 -0.97 0.34
FPQ—medical pain 19.46 7.17 23.88 6.21 -2.35 0.02%
FPQ—minor pain 16.62 5.83 17.72 5.50 -0.70 0.49
FPQ—severe pain 24.12 6.46 22.52 7.67 080 0.43
Notes:

PANAS, Positive and Negative Affect Schedule; PCS, Pain Catastrophizing Scale; FPQ, Fear of Pain Questionnaire;

STAI-T, trait portion of the State-Trait Anxiety Inventory; M, mean; SD, standard deviation.

p <0.05.

through self-report, elegible participants provided informed consent. The informed

consent form emphasized that participation was completely voluntary and that

participants were allowed to decline participation at any time during the experiment.

Both groups did not differ on any psychological traits (fear of pain, pain catastrophizing,

trait anxiety, and positive and negative affect) that may potentially affect the acquisition

and generalization of fear of movement-related pain (see Table 1), except on the

medical pain subscale of the Fear of Pain Questionnaire (FPQ) (McNeil ¢ Rainwater,

1998; Roelofs et al., 2005): participants in the movement group (mean + SD = 23.88 +

6.21) scored higher than participants in the location group (mean + SD = 19.46 + 7.17),

t(49) = —2.35, p < 0.05'. The experimental protocol was approved by the Social and

Societal Ethics committee of the KU Leuven (registration number: $55434) and the

Medical Ethical Committee of the University Hospital of the KU Leuven (registration

number: ML9403).

Stimulus material

The experiment was run on a Windows XP computer (Dell Optiplex 755) with 2 GB RAM
and an Intel Core2 Duo processor at 2.33 GHz and an ATI Radeon 2400 graphics card
with 256 MB of video RAM, using Affect 4.0 (Spruyt et al., 2010). Four proprioceptive
stimuli, that is, moving a hydraulic force feedback Paccus Hawk joystick (Paccus Interfaces
BV, Almere, The Netherlands) 90° to the left or right from different starting positions
were used: Two of these stimuli served as CSs, for example, moving from the middle
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position to the left and from the middle position to the right, and the other two stimuli
served as generalization stimuli (GSs), for example, moving from the right to the middle
position (i.e., moving the joystick to the left) and moving from the left to the middle
position (i.e., moving the joystick to the right). Which stimuli served as CSs or GSs
depended on group allocation, and which stimulus served as the CS+ and the CS— was
counterbalanced across participants. An electrocutaneous stimulus of two ms duration
serving as the painful unconditioned stimulus (pain-US) was delivered by a commercial
stimulator (DS7A, Digitimer, Welwyn Garden City, England) through surface
SensorMedics electrodes (eight mm diameter) filled with K-Y gel that were attached to the
wrist of the dominant hand. The participants moved the joystick with their dominant
hand, and the pain-US was delivered at the wrist of the same hand. During the calibration
procedure the participants were repeatedly exposed to electrocutaneous stimuli of
increasing intensity. They were asked to rate each stimulus on a scale from 0 to 10, with “0”
indicating that they felt nothing, “1” indicating that they first felt the stimulation but that
it was not aversive (sensory detection threshold), “2” indicating that the sensation was
starting to become slightly painful (pain threshold), and “10” indicating the worst pain that
they could imagine. A subjective stimulus intensity of “8” which refers to a stimulus that is
“significantly painful and demanding some effort to tolerate” was targeted. When this
stimulus was selected, the experimenter asked the participant whether s/he would agree
to repeatedly receive stimuli of maximally this amplitude during the experiment.

Procedure

We used an adapted version of the VJMP developed by Meulders, Vansteenwegen, and
Vlaeyen (Meulders, Vansteenwegen ¢ Vlaeyen, 2011) eliminating as much visual
information as possible from the task. Contrary to the standard procedure we did (1) not
include the vertical counter bars and thus no visual feedback about the number of
movements that remained to be carried out was provided, and (2) use a signaled
movement set-up in which an auditory cue (presented either in the left or right ear
monaurally) indicated the movement direction. The experiment was conducted during a
60-min session and consisted of a preparation phase, a practice phase, a startle habituation
phase, a fear acquisition phase, and a fear generalization phase. A between-subjects
design was employed (see Table 2), 26/51, participants were randomly assigned to the
location group and moved the joystick from the middle position to the left and to the right,
and 25/51 participants were assigned to the movement group and moved the joystick from
the left to the middle position and from the right to the middle position. A random
number list generated using Excel was employed for the randomization. In both groups,
one movement (CS+) was consistently followed by the pain-US and the other movement
(CS—) was never followed by the pain-US during acquisition. In the location group not
only the movement (i.e., proprioceptive information) but also the endpoint location of a
movement (i.e., left or right in the three-dimensional space with the body midline as
reference) served as an additional predictor (i.e., spatial information) for the occurrence of
the pain-US. In the movement group, the endpoint location of every movement direction
was the same (i.e., the centered position of the joystick) and thus remained ambiguous
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Table 2 Experimental design summary.

Group (N = 51) Practice Startle habituation  Fear acquisition  Fear generalization
2 x 8 trials eight trials 4 x 8 trials eight trials
Location Group 4 x CS+only  Eight startle probes 4 x 4 CS+ 4 GS+
(n = 26) 4% CS- 4% 4CS- 4GS-
Movement Group 4 X GS+
(n = 25) 4 % GS-
Notes:

CS, conditioned stimulus; GS, generalization stimulus; CS+, joystick movement followed by the painful electrocutaneous
stimulus (pain-US); CS—, joystick movement never followed by the pain-US; GS+, joystick movement in the same
direction as the CS+ but from a different starting position; GS—, joystick movement in the same direction of the CS— but
from a different starting position.

The suffix “only” indicates that a certain reinforced movement is not followed by the pain-US. GSs are never followed by
the pain-US. In the Movement Group, CSs were movements from the middle position to the left and to the right, and GSs
were movements from the left and the right to the middle position, but in the Location Group, opposite stimulus
functions applied. During the acquisition and generalization phase a startle probe was presented on each trial: two startles
probes were presented during the CS+ (GS+) and the CS— (GS-), and four during the intertrial interval.

with respect to the occurrence of the pain-US. Which joystick movements served as the
CS+ and the CS— was counterbalanced across participants. During the generalization
phase, the GSs in the movement group consisted of the CSs of the location group and the
GSs in the location group consisted of the CSs in the movement group.

Preparation phase

Participants were informed both by oral and written means that painful electrocutaneous
stimuli (pain-USs), tones indicating the direction of the movements and short loud
noises (acoustic startle probes) would be administered during the experiment. After the
participants provided informed consent, the electrodes for the eyeblink startle responses
were attached. Next, the stimulation electrodes were attached and the intensity level

of the pain-US was individually selected (see calibration procedure; Section “Stimulus

material”).

Startle habituation phase

A habituation phase was designed to prevent possible confounds in the data because startle
responses to the first probes are usually relatively large. This phase contained eight trials,
each lasting 17s. During each trial, one startle probe was presented (100 dBA burst of
white noise) randomly, either between the 8th and 12th second or between the 13th and
17th second after trial-onset. The timing of probes during the trials were randomized
across participants. After the last probe presentation a 2-s intertrial interval (ITI) was
inserted before moving on to the next phase. During this phase, the headphones were put
on and the central lighting of the experimental room was turned off. Small lamps provided
dimmed light. Note that during this phase, no pain-USs were delivered.

Practice phase

Before the practice phase started, we calibrated the range of motion of the joystick and
participants received detailed instructions about the experimental task. They were told that
at the beginning of each trial, a tone (i.e., the direction signal) would be presented either in
their left or right ear and that their task was to move the joystick 90° in the direction
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How afraid are you to perform
the following movement?

not at all very much

1 s after trial onset: 2 s after trial onset: 3 s after response Moving joystick in

direction signal Pain-related fear and confirmation: the signaled
presented pain-US expectancy presentation of the direction; pain-US
monaurally ratings starting signal presented after CS+

B. LOCATION GROUP MOVEMENT GROUP

& & @
4-@-} @-} 4-@
® @& @
@-b 4-@ 4-@-»

Figure 1 Visual representation of the set-up. (A) Exemplary trial timing in the location group;
participant moving the joystick from the center to the left. (B) Visualization of the movements per-

formed in the different groups during the acquisition and the generalization phases.
Full-size K] DOI: 10.7717/peerj.6913/fig-1
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that the tone was presented. Participants were requested to move the joystick as quickly
and accurately as possible when prompted by a starting signal “+” (fixation cross presented
in the middle of the computer screen). In total, two blocks of eight trials were run:

the first block comprised eight trials of the typical location group training, that is,
participants performed four movements from the middle position to the left and four
movements from the middle position to the right (see Fig. 1 for a schematic overview of the
experimental task). The second block comprised eight trials of the typical movement group
training, that is, participants moved four times from the left to the middle position

and four times from the right to the middle position. Before each trial, the joystick was
automatically reset to the appropriate starting position (the middle position (90° upright),
the left (0°), or the right (180°), in accordance with the type of training the participant
was receiving). Thus, in the first block a tone was presented either in the right ear or the left
ear and the participants were instructed to move the joystick from the middle to the
corresponding direction (again, only after the starting signal “+” was shown on the screen).
Hence, if the tone was presented in the right ear, the participants had to move the joystick
90° to the right; likewise, if the tone was presented in the left ear, they had to move
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the joystick 90° to the left. In the second block, a tone presented either in the left or right
ear again indicated the movement direction and participants again were asked to
move the joystick in the corresponding direction. However, this time, the original
position of the joystick was either on the left (0°) or on the right (180°). This meant that
if the joystick was on the left in its starting position, it should be moved 90° to the right
(i.e., in the middle position) when there was a tone presented in the right ear; if the
joystick was on the right in its starting position, it should be moved 90° to the left (i.e., in
the middle position) when there was a tone presented in the left ear. In order to keep all
procedural aspects consistent across both experimental groups (except for the crucial
between-group manipulation), and not to provide the location group with an additional
predictor for the occurrence of the pain-US, the tone was also presented in the
movement group. The order of the blocks during practice was randomized between
participants and the presentation of the CSs during each block were semi-randomized
with the restriction that no more than two consecutive trials could be of the same type.
During the practice phase participants received verbal feedback straightaway to learn
to operate the joystick accurately. No pain-USs nor startle probes were delivered during
the practice phase.

Fear acquisition

This phase was basically the same as the practice phase, but now (1) pain-USs and startle
probes were presented, (2) four blocks of one training type (movement or location
group training) were run instead of two training blocks (one of each training type), and
(3) instructions emphasized to pay close attention to the starting signal “+” and to respond
as fast and accurately as possible upon its presentation.

On each trial, a tone was presented either in the participants’ left or right ear 1 s after
trial onset. When a trial consisted of prospective questions (see Fig. 1A), the rating
scale was depicted on the screen 2 s after trial onset. When the participants had answered
the questions, the joystick automatically reset to the proper position, and the starting
signal “+” appeared 3 s later. Although the duration of the CS movement was of
variable length depending on the participants’ movement speed, each trial included a
post-CS-ITT of 5 s. In each block of eight CS movements, four of the startle probes were
presented during the CS movements, two during the CS+ and two during the CS—
(200 ms after movement onset), and four during the ITI (randomly between 2.5 and 3.5 s
after the CS movement was terminated). The pain-US occurred immediately after
the CS+ movement was successfully terminated. CS+ and CS— trials per block were
presented in a semi-randomized order with the restriction that no more than two
consecutive trials could be of the same trial type. During each block fear of movement-
related pain and the expectancy of the pain-US were measured. After each block the
pain intensity and the unpleasantness of the pain-US were measured, as well the
unpleasantness of the CSs.

Fear generalization
In order to test whether participants transferred their knowledge about the stimulus
contingencies acquired in the acquisition blocks, a generalization phase was included.
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During this phase one block of eight trials was run and no pain-USs were presented after
the GSs. The randomization schedule of the trials and the startle probe presentation

per block was the same as in the previous phase. In this phase the movement direction
(to the left or to the right) remained the same, while the starting point and the endpoint
location of the movements changed. That is, participants in the location group, who moved
the joystick in the acquisition blocks from de middle to the left and to the right, now
moved the joystick in the generalization block from the left and right to the middle.
Participants in the movement group, who moved the joystick in the acquisition blocks
from the left and the right to the middle, now moved the joystick from the middle to the
left and to the right.

Primary outcome variables

Prospective pain-US expectancy and self-reported fear of movement-related
pain

During each block, pain-US expectancy ratings and fear ratings were collected once per
movement type during acquisition and twice during the generalization phase (referred
to as the “first generalization test” and the “second generalization test”). Participants
answered the following questions: (1) “To what extent do you expect an electrocutaneous
stimulus after performing the following movement?”, and (2) “To what extent are you afraid
to perform the following movement?” on a numerical rating scale ranging from 0 to 10
with anchors “not at all” to “very much”. Participants were instructed to browse through
the scales with the joystick using a wrist rotation (i.e., the Z-rotation function of the
Paccus Hawk joystick) and to click on the shooting button of the joystick to confirm their
answer. The Z-rotation was used to avoid possible contamination with the CS/GS
movements during the experiment.

Eyeblink startle modulation

The eyeblink startle response is a component of the reflexive cross-species, full-body
defensive response mobilization, which is triggered by startle-evoking stimuli (e.g., acoustic
startle probe) and can be measured by the tension in the muscles underneath the eye.
Startle modulation refers to the potentiation of the startle reflex during fear states elicited
by the anticipation of an aversive stimulus (e.g., an electrocutaneous stimulus). Orbicularis
Oculi electromyographic activity (EMG) was recorded with three Ag/AgCl Sensormedics
electrodes (four mm) filled with electrolyte gel. After cleaning the skin with exfoliating
peeling cream to reduce inter-electrode resistance, electrodes were placed on the left side
of the face according to the site specifications proposed by Blumenthal et al. (2005). The raw
signal was amplified by a Coulbourn isolated bioamplifier with bandpass filter (LabLinc
v75-04). The recording bandwidth of the EMG signal was between 90 Hz and 1 kHz (+3 dB).
The signal was rectified online and smoothed by a Coulbourn multifunction integrator
(LabLinc v76-23 A) with a time constant of 20 ms. The EMG signal was digitized at
1,000 Hz from 200 ms before the onset of the auditory startle probe until 1,000 ms after
probe onset. The startle probe was a 100 dBA burst of white noise with instantaneous
rise time presented binaurally for 50 ms through headphones (Philips SHP2500).
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Eyeblink startle responses elicited by startle probes delivered during the CS movements
served as an index of cued pain-related fear. Eyeblink startle responses elicited by
startle probes during the ITI served as an index of contextual pain-related fear
(Vansteenwegen et al., 2008).

Secondary outcome variables

Retrospective unpleasantness of the CS/GS movements

After each block the following question was presented: “How unpleasant did you find
moving to the left/right?” Responses were indicated on an 11-point numerical rating scale
ranging from 0 to 10 with 0 meaning “not at all” and 10 meaning “very much.”

Retrospective pain-US intensity and unpleasantness

After each acquisition block, the following questions were asked: (1) “How painful did you
find the electrocutaneous stimuli in the previous block?” and (2) “How unpleasant did you
find the electrocutaneous stimuli in the previous block?” Responses were indicated on

an 11-point numerical rating scale ranging from 0 to 10 with 0 meaning “not at all” and
10 meaning “very much.”

Psychological trait questionnaires

After the experiment the participants filled in a set of questionnaires to map out individual
differences for descriptive purposes: the Dutch version of the FPQ (McNeil ¢ Rainwater,
1998; Roelofs et al., 2005), the Dutch version of the Pain Catastrophizing Scale

(Van Damme et al., 2002; Sullivan, Bishop ¢ Pivik, 1995), the Dutch version of the Positive
and Negative Affect Schedule (Engelen et al., 2006; Watson, Clark ¢ Tellegen, 1988),
and the Dutch version of trait version of the State-Trait Anxiety Inventory (Spielberger,
1983; Van der Ploeg, 2000).

Experimental setting

Participants were seated in an armchair (0.6 m screen distance) in a sound-attenuated and
dimmed experimental room, adjacent to the experimenter’s room. Further verbal
communication was possible through an intercom system; the experimenter observed
the participants and their physiological responses online by means of a closed-circuit TV
installation and computer monitors.

Response definition and data analysis overview

Using PSPHA (De Clercq et al., 2006), a modular script-based program, we calculated the
peak amplitudes defined as the maximum of the response curve within 21-175 ms after the
startle probe onset. All startle waveforms were visually inspected off-line, and technical
abnormalities and artifacts were eliminated using the PSPHA software. Every peak
amplitude was scored by subtracting its baseline score (averaged EMG level between 1 and
20 ms after the probe onset). The raw scores were transformed to z-scores to account for
inter-individual differences and T-scores were used to visualize the data. Averages were
calculated for responding during CS/GS movements and ITI separately for the movement
and the location group. Participants who failed to show an elevated peak amplitude

Meulders and Viaeyen (2019), PeerdJ, DOI 10.7717/peerj.6913 10/24


http://dx.doi.org/10.7717/peerj.6913
https://peerj.com/

Peer/

compared to baseline on more than 30% of probe trials were considered non-responders
and were excluded from statistical analyses. A total of four participants from our sample
were excluded due to the absence of reliable startle eyeblink responses, therefore

the statistical analyses of the psychophysiological data were run on a total sample of
47 participants.

Repeated measures (RM) ANOV As were run to examine differences in acquisition and
generalization between the movement group and the location group for each dependent
variable. These analyses included Group as a between-subject variable, and Stimulus
Type and Block as within-subject variables. Because we had clear a priori hypotheses, data
were further analyzed using planned comparisons. Significance levels were set at o = 0.05,
effect size ”q; is reported for significant effects. Greenhouse-Geisser corrections were
applied when the sphericity assumption was violated; uncorrected degrees of freedom are
reported together with € and corrected p-values. All statistical analyses were carried out
with Statistica 13 software (StatSoft, Inc., Tulsa, OK, USA).

RESULTS

Pain-US characteristics

Although participants in the location group tended to select a more intense electrocutaneous
stimulus (mean + SD = 28.23 + 21.91 mA) than participants in the movement group
(mean + SD = 21.24 + 11.41 mA), this difference was not significant, #(49) = 1.42,

p = 0.16. The self-reported pain intensity of the electrocutaneous stimulus in the location
(mean + SD = 7.56 + 0.86) and movement (mean + SD 7.48 + 0.99) group also did not
differ significantly, #(49) = 0.30, p = 0.77.

Primary outcome variables

Prospective pain-US expectancy

Figure 2 displays the mean prospective pain-US expectancy ratings for both the location
and the movement group separately for the five blocks of the experiment (four ratings
during acquisition, one per block and two ratings during one generalization block).

A 2 x 2 x 6 (Group (location/movement) x Stimulus Type (CS+/CS—) x Block (A1-A4,
G1-G2)) RM ANOVA revealed a significant main effect of Stimulus Type, F(1, 49) =
109.08, p < 0.001, né = 0.69, and a significant main effect of Block, F(5, 245) = 5.21,
p <0.01, e = 0.64, "qf) = 0.10. The main effect of Group did not reach significance,

F = 0.04, p = 0.85. Interestingly, there was a significant Stimulus Type x Group
interaction, F(1,49) =9.98, p <0.01, 1]12, = 0.17, indicating that the difference in pain-US
expectancy ratings between the CS+ and CS— differed in both groups. Also the Stimulus
Type x Block interaction turned out to be significant, F(5, 245) = 18.82, p < 0.001,

e = 0.76, nf, = 0.28, indicating that the difference in pain-US expectancy for the CS+
versus CS— grew larger over time. This two-way interaction was modulated by Group,
F(5, 245) = 3.06, p < 0.05, ¢ = 0.76, nf, = 0.06, suggesting that the differences in
pain-US expectancy between the CSs gradually grew larger across blocks, and this
increase was more substantial in the location group compared to the movement group.
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Figure 2 Mean prospective pain-US expectancy ratings during the four acquisition blocks (A1-A4)
and the generalization block (G1-2) for the location group and the movement group separately.
Error bars denote 95% confidence intervals. Full-size K] DOLI: 10.7717/peerj.6913/fig-2

Acquisition. Planned comparisons at the beginning of the acquisition phase (A1),
revealed no differences in pain-US expectancy for the CS+ and CS— movements in the
location group, F(1, 49) = 3.23, p = 0.08, nor the movement group, F(1, 49) = 0.96,

p = 0.33. Yet, at the end of the acquisition (A4) participants in the location group gave
higher pain-US expectancy ratings for the CS+ movements than for the CS— movements,
F(1, 49) = 99.55, p < 0.001. Likewise, participants in the movement group expected

the pain-US to occur more when they performed the CS+ movement than when
performing the CS— movement, F(1, 49) = 19.82, p < 0.001. A between-group contrast
further showed that the difference in pain-US expectancy between the CS+ and the

CS— was significantly larger in the location than in the movement group, F(1, 49) = 14.49,
p < 0.001.

Generalization. To examine the generalization effect, within-group planned
comparisons were conducted showing that participants in the location group, generalized
the acquired differential pain-US expectancy ratings to the first generalization test (G1),
F(1, 49) = 59.84, p < 0.001, and the second generalization test (G2), F(1, 49) = 21.25,

p < 0.001. Furthermore, planned comparisons showed that in the location group the

difference in pain-US expectancy between the CS+ and the CS— was significantly smaller
during generalization (G1) as compared to the end of the acquisition (A4), F(1, 49) = 5.98,
p = 0.02, which seems to be due to an increase on the CS— instead of a decrement relating
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to the CS+. In the movement group, the pain-US expectancy ratings were also higher
when performing the CS+ movement than when performing the CS— movement in the
first (G1), F(1, 49) = 24.96, p < 0.001, and second test of generalization (G2), F(1, 49) =
10.18, p < 0.01. No difference in differential pain-US expectancy ratings was observed
between at the end of the acquisition (A4) compared to the first test of generalization (G1),
F(1, 49) = 0.43, p = 0.52.

To further analyze the development of generalization, planned comparisons were
performed between the end of the acquisition (A4) and the second generalization test (G2).
In the location group, the difference in pain-US expectancy between the CS+ and the
CS— was significantly smaller at G2 compared to A4, F(1, 49) = 5.98, p = 0.02, suggesting
that extinction took place. Indeed, participants did not receive any pain-USs during
the generalization phase. In the movement group, however, differential pain-US
expectancy ratings for the CS+ and the CS— at G2 were not significantly reduced in
comparison to A4, F(1, 49) = 0.43, p = 0.52.

Prospective self-reported fear of movement-related pain

In Fig. 3 the mean prospective fear of movement-related pain ratings for both the location
and the movement group are shown separately for the five blocks of the experiment
(four ratings during acquisition, one per block, and two ratings during one generalization
block). A 2 x 2 x 6 (Group (location/movement) x Stimulus Type (CS+/CS—) x

Block (A1-4, G1-2)) RM ANOVA revealed significant main effects of Stimulus Type,
F(1, 49) = 60.74, p < 0.001, 'r]; = 0.55, and Block, F(5, 245) = 4.84, p < 0.001, € = 0.78,
"r]; = 0.09. The main effect of Group was not significant, F(1, 49) = 0.13, p = 0.72.

The Stimulus Type x Group interaction turned out to be significant, F(1, 49) = 7.32,

p <0.01, ”qf, = 0.13, indicating that differences in fear of movement-related pain between
the CS+ and the CS— varied depending on the Group. Also the Stimulus Type x Block
interaction turned out to be significant, F(5, 245) = 13.78, p < 0.01, ¢ = 0.66, ”r]f) =0.22,
indicating that difference in fear of movement-related pain elicited by the CS+ and

CS— grew larger over blocks. Although this two-way interaction was not modulated by
Group, F (5, 245) = 1.79, p = 0.15, € = 0.66, we continued testing our a priori hypotheses.

Acquisition. Planned comparisons at the beginning of the acquisition phase (A1)
revealed no differences in fear reported in response to CS+ and CS— movements in the
location group, F(1, 49) = 1.08, p = 0.30, nor the movement group, F(1, 49) = 0.05,

p = 0.83. At the end of the acquisition phase (A4) however, participants were more afraid
of the CS+ than the CS— both in the location group, F(1, 49) = 49.29, p < 0.001, and in the
movement group, F(1, 49) = 12.82, p < 0.001. Planned between-group comparisons at
A4 confirmed that differential fear of movement-related pain was more pronounced in the
location group than in the movement group, F(1, 49) = 5.57, p = 0.02.

Generalization. To examine the fear generalization effect, within-group planned
comparisons were conducted showing that participants in the location group, generalized
the acquired differential fear of movement-related pain to the first generalization test (G1),
F(1, 49) = 26.73, p < 0.01, and to the second generalization test (G2), F(1, 49) = 10.97,
p < 0.01. Furthermore, the difference in fear of movement-related pain reported for the
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Figure 3 Mean prospective fear of movement-related pain ratings during the four acquisition blocks
(A1-A4) and the generalization block (G1-2) for the location group and the movement group
separately. Error bars denote 95% confidence intervals. Full-size K&l DOT: 10.7717/peerj.6913/fig-3

CS+ and the CS— tended to be smaller during generalization (G1) as compared to the
end of the acquisition (A4) in the location group, F(1, 49) = 3.86, p = 0.06, which seems
to be due to an increase on the CS— instead of a decrement relating to the CS+. In the
movement group, the fear of movement-related pain ratings were also higher when
performing the CS+ movement than when performing the CS— movement in the first (G1),
F(1,49) = 8.66, p < 0.01. At the second test of generalization (G2), F(1, 49) = 3.46, p = 0.07,
this difference was only borderline significant, suggesting that extinction took place.

No difference in differential fear ratings was observed between the end of the acquisition and
the first test of generalization in the movement group, F(1, 49) = 0.34, p = 0.56.

To further analyze the development of generalization, planned comparisons were
performed between the end of the acquisition (A4) and the second generalization test (G2).
In the location group, the difference in fear of movement-related pain between the CS+ and
the CS— was significantly smaller at G2 compared to A4, F(1, 49) = 14.97, p < 0.01,
suggesting that extinction took place. Note that participants indeed did not receive any
pain-USs during the generalization phase. In the movement group, however, the difference
in fear of movement-related pain elicited by the CS+ and the CS— was not significantly
reduced at G2 compared with A4, F(1, 49) = 3.28, p = 0.08.
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Figure 4 Mean eyeblink startle amplitudes during the CS/GS movements and the ITI during the
four acquisition blocks (A1-A4) and the generalization block (G) for the location and the
movement group separately. Error bars denote 95% confidence intervals.

Full-size K&l DOI: 10.7717/peerj.6913/fig-4

Eyeblink startle modulation
Figure 4 displays the fear-potentiated startle results for both the location and movement
group separately for the five blocks of the experiment. The startle modulation data
were analyzed with a 2 x 3 x 5 (Group (location/movement) x Stimulus Type
(CS+/CS—/ITI) x Block (A1-4, G)) RM ANOVA. This analysis revealed a significant
main effect of Block, F(4, 180) = 22.11, p < 0.001, € = 0.84, 'r]g = 0.33, indicating an
overall decrease in startle responding which is indicative of habituation. The main effect
of Stimulus Type was also significant, F(2, 90) = 40.77, p < 0.01, ”r]f, = 0.48, but the
main effect of Group was not, F(1, 45) = 3.60, p = 0.06. None of the interaction effects
were significant, nonetheless we continued testing our a priori hypotheses.
Acquisition. Because startle responses elicited by few startle probes are less reliable,
planned comparisons were carried out to evaluate differences in early (A1-A2) and late
(A3-A4) acquisition. This analysis revealed that in the early acquisition participants
did not demonstrate any differences in startle amplitudes in response to CS+ and
CS— movements in the location group, F (1, 45) = 0.01, p = 0.91. In the late acquisition,
however, startle amplitudes in the location group were higher in response to the CS+
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then in response to the CS—, F(1, 45) = 4.52, p = 0.04. In the movement group,
participants did not demonstrate differential startle amplitudes in the early acquisition,
F(1, 45) = 0.06, p = 0.80, nor the late acquisition phase, F(1, 45) = 1.12, p = 0.30.
Interestingly, during the late acquisition phase, startle amplitudes during the ITI were
elevated in the movement group compared with the location group, F(1, 45) = 4.85,

p = 0.03, suggesting that more fear of movement-related pain accrued to the context
the movement group, whereas this effect was not present during early acquisition,

F(1, 45) = 0.85, p = 0.36.

Generalization. To examine the generalization effect, planned within-group
comparisons were performed during the test of generalization (G). In the location
group, the acquired differential startle responding did not generalize to G1, F(1, 45) =
0.37, p = 0.55, this was largely due to inflated responses to the CS—. Because there was
no acquisition effect in the movement group, we did not continue testing for
generalization.

Secondary outcome variables

Retrospective unpleasantness of CS/GS movements

In Fig. 5, the mean retrospective unpleasantness ratings for both CS/GS movements during
the four acquisition blocks and the generalization test are displayed separately for the
location group and the movement group. A 2 x 2 x 5 (Group (location/movement) x
Stimulus Type (CS+/CS—) x Block (A1-4, G1)) RM ANOVA yielded significant main
effects of Stimulus Type, F(1, 49) = 76.28, p < 0.001, ”r]; = 0.61, and Block, F(4, 196) =
37.25,p <0.001, e = 0.71, nf) = 0.43. The main effect of Group did not reach significance,
F(1, 49) = 1.02, p = 0.32. Interestingly, there was a significant Stimulus Type x Group
interaction, F(1, 49) = 5.00, p = 0.03, T]Iz, = 0.09, indicating that differential retrospective
unpleasantness ratings for CS+ and CS— depended on the Group. The Stimulus Type x
Block interaction also turned out significant, F(4, 196) = 25.03, p < 0.01, ¢ = 0.85,

T]IZ, = 0.34. None of the other interactions were significant.

Acquisition. Planned comparisons at the end of the acquisition phase (A4) confirmed
that participants in both groups found the CS+ more unpleasant than the CS—, location
group: F(1, 49) = 39.16, p < 0.001, movement group: F(1, 49) = 19.33, p < 0.001. There
were no differences in differential unpleasantness reported for the CS+ and the CS—
between both groups at A4, F(1, 49) = 1.54, p = 0.22.

Generalization. To examine whether unpleasantness of the CSs generalized to the GSs,
planned comparisons were performed between the end of the acquisition (A4) and the
generalization test (G1). In the location group the difference in retrospective
unpleasantness ratings in response to the CS+ and the CS— was significantly smaller at G1
than at A4, F(1, 49) = 26.77, p < 0.001. A similar pattern occurred in the movement
group, F(1, 49) = 16.75, p < 0.001. Further planned comparisons at G1 revealed that
participants in the location group also rated the GS+ movement as more unpleasant than
the GS— movement, F(1, 49) = 6.54, p = 0.01. However, in the movement group the
differential unpleasantness ratings for the CS+ and the CS— did not generalize to the GSs,
F(1, 49) = 0.87, p = 0.36.
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Figure 5 Mean retrospective unpleasantness of the CS/GS movements during the four acquisition
blocks (A1-A4) and the generalization block (G) for the location and the movement group separately.
Error bars denote 95% confidence intervals. Full-size &) DOTI: 10.7717/peerj.6913/fig-5

Pain-US intensity and unpleasantness

Figure 6 shows the mean ratings of pain intensity and unpleasantness of the pain-US
for both groups separately for the four acquisition blocks. A 2 x 2 x 4 (Group (location/
movement) X Rating (intensity/unpleasantness) x Block (A1-A4)) RM ANOVA yielded
a significant main effect of Rating, F(1, 49) = 19.29, p < 0.001, nf, = 0.28, indicating
that, in general, ratings of unpleasantness were higher than pain intensity ratings.
Although the figure seems to suggest that participants in the location group rated the
pain-US as more painful and more unpleasant than the movement group, the main effect
of Group was not significant, F(1, 49) = 0.92, p = 0.34. None of the other main effects
or interactions reached significance.

DISCUSSION

This study aimed to address the intriguing question as to what extent spatiotopic
information contributes to the acquisition of fear of movement-related pain in addition to
proprioceptive or movement-related information. First, we wanted to disentangle the
contribution of proprioceptive and spatiotopic information relating to the prediction of
the pain-US in the acquisition of fear of movement-related pain in the VJMP and

assess whether fear of movement-related pain would generalize based on proprioceptive
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Figure 6 Mean retrospective pain-US intensity and unpleasantness ratings for the location and the
movement group during acquisition (A1-A4). Error bars denote 95% confidence intervals.
Full-size 4] DOT: 10.7717/peerj.6913/fig-6

information alone. In a between-subjects, crossover design, proprioceptive stimuli
associated with joystick movements served as CSs and an electrocutaneous stimulus as the
pain-US. In both groups, one movement (CS+) was consistently followed by the pain-US
and another movement (CS—) was not. In the location group, participants moved the
joystick from the middle position to the left and to the right; basically, the training in this
group reflected the standard VJMP procedure. Participants in the movement group moved
the joystick from the left and from the right to the middle position. The middle
position being the endpoint location for both CS movements therefore became ambiguous
with respect the pain-US occurrence. Feature overlap between the CS+ and CS— has been
shown to reduce differential learning (Haddad et al., 2012). Therefore, we hypothesized
greater differential learning in the location group (i.e., endpoint location non-overlap for
CS+ and CS-) than in the movement group (i.e., endpoint location overlap for CS+
and CS-). Second, we tested whether generalization occurs to novel movements
with similar proprioceptive features but with a different starting point and endpoint
location (GSs).

We observed higher pain-US expectancies for the CS+ than the CS— in both the
location and the movement group. In line with the feature overlap hypothesis, differential
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acquisition in the pain-US expectancy ratings was greater in the location group than

in the movement group. A similar data pattern was observed in the fear of movement-
related pain ratings. That is, self-reported fear of the CS+ was higher than for the CS—, and
this difference was larger in the location group than in the movement group. A more
extreme pattern emerged in the startle eyeblink measures. Startle amplitudes at the end of
acquisition were higher in response to the CS+ than to the CS— in the location group,
but the difference between the CS+ and the CS— did not reach significance in the
movement group. Interestingly, at the end of the acquisition phase, ITI startle amplitudes
were elevated in the movement group compared with the location group, suggesting that
in that group more fear accrued to the context. Taken together, these data provide
strong support for the feature overlap hypothesis; demonstrating that differential fear of
movement-related pain acquisition effects are larger when proprioceptive and spatiotopic
features of the CS+ and the CS— do not overlap. With respect to the secondary
outcome measures, visual inspection also suggested larger differences in unpleasantness
ratings for the CS+ and CS— in the location group than in the movement group, statistical
tests however failed to support this. At the end of the acquisition phase, the CS+ was
found to be more unpleasant than the CS— in both groups.

Testing generalization of conditioned responses to novel movements with similar
proprioceptive characteristics but with a different starting point and endpoint location
revealed that differential pain-US expectancy ratings generalized in both groups. In line with
the feature overlap hypothesis, there was a larger generalization decrement in the location
group than in the movement group. Interestingly, this was due to an increase in pain-US
expectancies in response to the GS— instead of a generalization decrement reflecting lower
pain-US expectancies for the GS+ in the beginning of the generalization phase. Because no
pain-USs were delivered, generalized differential responses in the location group were
significantly reduced by the end of the generalization phase, but the difference between the
GS+ and GS— remained statistically significant. In the movement group however, this
extinction effect was less manifest, most likely because there was less differential learning to
start with. A similar data pattern emerged in the fear of movement-related pain ratings:
generalization occurred in both groups. In the line with the expectancy ratings, extinction of
generalization at least partly occurred in both the location group and the movement group.
In the startle responses, no generalization was observed in the location group, this effect
again seems to be due to an increase in GS— responding but not to a decrement relating to
the GS+. Because of the lack of differential learning during acquisition, we did not continue
to test for generalization effects in the movement group. Taken together, these data
suggest that proprioceptive information alone indeed can drive generalization effects;
differential learning generalized at least in two of the three outcome variables.

In both the location and the movement group, the retrospective unpleasantness
ratings show a large decrement in differential responding to the GSs, this is probably
explained by generalization being tested under extinction and ratings collected at the end
of the generalization phase. This is in contrast with the pain-US ratings and fear of
movement-related pain ratings, which were collected prospectively, allowing for
hindsight, experience-based corrections.
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Some observations deserve more in-depth discussion. First, the ITI startle amplitudes
were significantly higher in the movement group compared to the location group at
the end of the acquisition phase, indicating that participants were more uncertain about
the non-occurrence of the pain-US during the context in the movement group and
thus were in general more fearful. This could be due to the ambiguity and feature overlap
between the CS+ and CS— present in the movement group. It is plausible that feature
overlap did not only lead to reduced differential learning, but also created some
degree of unpredictability which increased contextual fear (Grillon, 2002a, 2002b) in the
movement group.

Second, the finding that generalization occurred to movements with similar
proprioceptive features but another endpoint location confirms that the movement alone
has gained sufficient associative strength to subsequently generate generalization effects.
However, there was a generalization decrement in the location group, which seems to
be due to an increase on the GS— instead of a decrement relating to the GS+. This increase
in GS— responding may be explained as follows: during the generalization phase the
participants in the location group lose the spatiotopic predictor for the pain-US. As a
result, the CS— becomes especially “uncertain” or “ambiguous” because it now has a feature
in common with the GS+. Participants therefore may not fully trust the GS—. Responses
to the GS+ on the other hand seem to generalize perfectly when the spatiotopic
predictor is lost, suggesting that when it comes to the threatening movement participants
apply the “better safe than sorry” adagio. In the movement group on the contrary, the
spatiotopic information was never a predictor of the pain-US in the first place and thus has
not acquired any associative strength, therefore no such generalization decrement is
observed in this group.

Some limitations should be considered as well. First, the joystick was programmed to
automatically move into the proper starting position, especially in the movement group
this may serve as an additional predictor for the pain-US. In addition, this set-up may
render the task easier in this group and requiring less attention to the direction signal
(i.e., tone presented monaurally), because the joystick is physically limited to move in only
one direction. Therefore, in the movement group, the starting point (i.e., left or right)
may also gain associative strength. However, based on a componential CS representation
approach, late components in a (chain of) CS(s) typically gain excitatory properties by virtue
of their temporal proximity with the US, whereas early components in a (chain of) CS(s) gain
inhibitory properties, referred to as the law of inhibition of delay (Vogel, Brandon ¢
Wagner, 2003). This means that in our study participants will learn that the pain-US will not
occur (i.e., inhibitory learning) when the joystick is positioned at the start location (early CS),
but only when they actually performed the movement (late CS). A second limitation
may be that we used a signalled movement set-up, in which a tone indicates the movement
direction. This tone as well could serve as an additional predictor of the pain-US. Based on
the same temporal proximity argument, however, it is highly unlikely that the direction
signal gained more associative strength than the movement itself.

Although this is an experimental study in healthy participants investigating the basic
processes underlying the acquisition and generalization of fear of movement-related pain,
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we could speculate about the potential clinical implications of the current results.
Previous research shows that exposure in multiple contexts (Vansteenwegen et al., 2007)
and/or to variations of the feared object (Rowe ¢ Craske, 1998) enhances the chance
on generalization of extinction, which in turn prevents relapse. For example, a recent study
in CRPS-I patients showed that increasing the number of different movements that
patients are exposed to increases the chance of generalization of extinction, whereas
repeated exposure to the same movements does not necessarily strengthen the
generalization of extinction (den Hollander et al., 2018). Following this reasoning and if
both spatiotopic and proprioceptive features of a movement/activity possess associative
strength, it would be beneficial to expose chronic pain patients to movements/activities
from different reference points in the three-dimensional space/with different start- and
endpoints (e.g., when crossing arms).

To conclude, we successfully demonstrated that proprioceptive information is sufficient
for the acquisition of fear of movement-related pain and serves a basis for the
generalization of such fear at least in the verbal fear and pain-US expectancy measures.
Furthermore, we showed that spatiotopic information in the standard VJMP also
significantly contributes to the observed learning effects showing larger differential
learning effects in the location group than in the movement group. These results further
strengthen the construct validity of the VJMP and support its use to study learning
processes involved in fear of movement-related pain.

ACKNOWLEDGEMENTS

The authors would like to thank Lore Hulsmans for her assistance in the
data collection.

ADDITIONAL INFORMATION AND DECLARATIONS

Funding

Ann Meulders is a postdoctoral researcher of the Research Foundation Flanders
(FWO-Vlaanderen), Belgium, (grant ID 12E3717N) and is also supported by a Vidi grant
from the Netherlands Organization for Scientific Research (NWO), The Netherlands
(grant ID 452-17-002). Johan Vlaeyen is supported by the “Asthenes” long-term structural
funding—Methusalem grant (# METH/15/011) by the Flemish Government, Belgium.
The funders had no role in study design, data collection and analysis, decision to publish,
or preparation of the manuscript.

Grant Disclosures

The following grant information was disclosed by the authors:

Research Foundation Flanders (FWO-Vlaanderen), Belgium: 12E3717N.

Netherlands Organization for Scientific Research (NWO), The Netherlands: 452-17-002.
“Asthenes” long-term structural funding—Methusalem grant (# METH/15/011) by the
Flemish Government, Belgium.

Meulders and Vlaeyen (2019), PeerdJ, DOI 10.7717/peerj.6913 21/24


http://dx.doi.org/10.7717/peerj.6913
https://peerj.com/

Peer/

Competing Interests
The authors declare that they have no competing interests.

Author Contributions

e Ann Meulders conceived and designed the experiments, analyzed the data, contributed
reagents/materials/analysis tools, prepared figures and/or tables, authored or reviewed
drafts of the paper, approved the final draft.

e Johan W. Vlaeyen conceived and designed the experiments, approved the final draft.

Human Ethics
The following information was supplied relating to ethical approvals (i.e., approving body
and any reference numbers):

The KU Leuven Social and Societal Ethics Committee has approved the study protocol
(reference number: S-55434).

Data Availability
The following information was supplied regarding data availability:

Datasets S1, S2, and S3 include the questionnaire data, startle eyeblink data, and self-
reports. The legend in each dataset includes the explanation of the variable names.

Supplemental Information
Supplemental information for this article can be found online at http://dx.doi.org/10.7717/
peerj.6913#supplemental-information.

REFERENCES

Blumenthal TD, Cuthbert BN, Filion DL, Hackley S, Lipp OV, Van Boxtel A. 2005. Committee
report: Guidelines for human startle eyeblink electromyographic studies. Psychophysiology
42(1):1-15 DOI 10.1111/j.1469-8986.2005.00271 x.

Crombez G, Vlaeyen JWS, Heuts PHTG, Lysens R. 1999. Pain-related fear is more disabling
than pain itself: evidence on the role of pain-related fear in chronic back pain disability. Pain
80(1-2):329-339 DOI 10.1016/S0304-3959(98)00229-2.

De Clercq A, Verschuere B, De Vlieger P, Crombez G. 2006. Psychophysiological Analysis
(PSPHA): A modular script-based program for analyzing psychophysiological data. Behavior
research methods 38(3):504-510 DOI 10.3758/bf03192805.

De Paepe AL, Crombez G, Legrain V. 2015. From a somatotopic to a spatiotopic frame of
reference for the localization of nociceptive stimuli. PLOS ONE 10(8):e0137120
DOI 10.1371/journal.pone.0137120.

den Hollander M, de Jong JR, Onghena P, Vlaeyen JWS. 2018. Generalization of exposure in vivo
in complex regional pain syndrome type I. Chapter 4. In: Expose or protect? Fear of movement-
related pain in complex regional pain syndrome type 1. Maastricht: Maastricht University
DOI 10.26481/dis.20181011mbh.

Engelen U, De Peuter S, Victoir A, Van Diest I, Van Den Bergh O. 2006. Verdere validering van
de positive and negative affect schedule (PANAS) en vergelijking van twee Nederlandstalige
versies. [Further validation of the positive and negative affect schedule (PANAS) and
comparison of two Dutch versions. Gedrag and Gezondheid: Tijdschrift voor Psychologie en
Gezondheid 34(2):89-102.

Meulders and Viaeyen (2019), PeerdJ, DOI 10.7717/peerj.6913 22/24


http://dx.doi.org/10.7717/peerj.6913/supp-1
http://dx.doi.org/10.7717/peerj.6913/supp-2
http://dx.doi.org/10.7717/peerj.6913/supp-3
http://dx.doi.org/10.7717/peerj.6913#supplemental-information
http://dx.doi.org/10.7717/peerj.6913#supplemental-information
http://dx.doi.org/10.1111/j.1469-8986.2005.00271.x
http://dx.doi.org/10.1016/S0304-3959(98)00229-2
http://dx.doi.org/10.3758/bf03192805
http://dx.doi.org/10.1371/journal.pone.0137120
http://dx.doi.org/10.26481/dis.20181011mh
http://dx.doi.org/10.7717/peerj.6913
https://peerj.com/

Peer/

Geschwind N, Meulders M, Peters ML, Vlaeyen JWS, Meulders A. 2015. Can experimentally
induced positive affect attenuate generalization of fear of movement-related pain? Journal of
Pain 16(3):258-269 DOI 10.1016/j.jpain.2014.12.003.

Gheldof ELM, Vinck ], Vlaeyen JWS, Hidding A, Crombez G. 2005. The differential role of pain,
work characteristics and pain-related fear in explaining back pain and sick leave in occupational
settings. Pain 113(1-2):71-81 DOI 10.1016/j.pain.2004.09.040.

Ghirlanda S, Enquist M. 2003. A century of generalization. Animal Behaviour 66(1):15-36
DOI 10.1006/anbe.2003.2174.

Grillon C. 2002a. Associative learning deficits increase symptoms of anxiety in humans. Biological
Psychiatry 51(11):851-858 DOI 10.1016/S0006-3223(01)01370-1.

Grillon C. 2002b. Startle reactivity and anxiety disorders: aversive conditioning,
context, and neurobiology. Biological Psychiatry 52(10):958-975
DOI 10.1016/S0006-3223(02)01665-7.

Haddad A, Pritchett D, Lissek S, Lau J. 2012. Trait anxiety and fear responses to safety cues:
stimulus generalization or sensitization? Journal of Psychopathology and Behavioral Assessment
34(3):323-331 DOI 10.1007/s10862-012-9284-7.

Honig WK, Urcuioli PJ. 1981. The legacy of Guttman and Kalish (1956): twenty-five years of
research on stimulus generalization. Journal of the Experimental Analysis of Behavior
36(3):405-445 DOI 10.1901/jeab.1981.36-405.

Kalish HI. 1969. Stimulus generalization. In: Marx MH, ed. Learning: Processes. Oxford:
Macmillan, 207-297.

McNeil DW, Rainwater AJ. 1998. Development of the fear of pain questionnaire-IIIL.
Journal of Behavioral Medicine 21(4):389-410.

Meulders A, Harvie DS, Bowering JK, Caragianis S, Vlaeyen JWS, Moseley GL. 2014.
Contingency learning deficits and generalization in chronic unilateral hand pain patients.
Journal of Pain 15(10):1046-1056 DOI 10.1016/j.jpain.2014.07.005.

Meulders A, Jans A, Vlaeyen JWS. 2015. Differences in pain-related fear acquisition and
generalization: an experimental study comparing patients with fibromyalgia and healthy
controls. Pain 156(1):108-122 DOI 10.1016/j.pain.0000000000000016.

Meulders A, Meulders M, Stouten I, De Bie J, Vlaeyen JWS. 2017. Extinction of fear
generalization: a comparison between fibromyalgia patients and healthy control participants.
Journal of Pain 18(1):79-95 DOI 10.1016/j.jpain.2016.10.004.

Meulders A, Vandebroek N, Vervliet B, Vlaeyen JWS. 2013. Generalization gradients in cued and
contextual pain-related fear: an experimental study in healthy participants. Frontiers in Human
Neuroscience 7:345 DOI 10.3389/fnhum.2013.00345.

Meulders A, Vansteenwegen D, Vlaeyen JWS. 2011. The acquisition of fear of movement-related
pain and associative learning: a novel pain-relevant human fear conditioning paradigm.
Pain 152(11):2460-2469 DOI 10.1016/j.pain.2011.05.015.

Meulders A, Vansteenwegen D, Vlaeyen JWS. 2012. Women, but not men, report increasingly
more pain during repeated (un)predictable painful electrocutaneous stimulation: evidence for
mediation by fear of pain. Pain 153(5):1030-1041 DOI 10.1016/j.pain.2012.02.005.

Meulders A, Vlaeyen JWS. 2013. The acquisition and generalization of cued and contextual pain-
related fear: an experimental study using a voluntary movement paradigm. Pain 154(2):272-282
DOI 10.1016/j.pain.2012.10.025.

Roelofs J, Peters ML, Deutz J, Spijker C, Vlaeyen JWS. 2005. The fear of pain questionnaire
(FPQ): further psychometric examination in a non-clinical sample. Pain 116(3):339-346
DOI 10.1016/j.pain.2005.05.003.

Meulders and Viaeyen (2019), PeerdJ, DOI 10.7717/peerj.6913 23/24


http://dx.doi.org/10.1016/j.jpain.2014.12.003
http://dx.doi.org/10.1016/j.pain.2004.09.040
http://dx.doi.org/10.1006/anbe.2003.2174
http://dx.doi.org/10.1016/S0006-3223(01)01370-1
http://dx.doi.org/10.1016/S0006-3223(02)01665-7
http://dx.doi.org/10.1007/s10862-012-9284-7
http://dx.doi.org/10.1901/jeab.1981.36-405
http://dx.doi.org/10.1016/j.jpain.2014.07.005
http://dx.doi.org/10.1016/j.pain.0000000000000016
http://dx.doi.org/10.1016/j.jpain.2016.10.004
http://dx.doi.org/10.3389/fnhum.2013.00345
http://dx.doi.org/10.1016/j.pain.2011.05.015
http://dx.doi.org/10.1016/j.pain.2012.02.005
http://dx.doi.org/10.1016/j.pain.2012.10.025
http://dx.doi.org/10.1016/j.pain.2005.05.003
http://dx.doi.org/10.7717/peerj.6913
https://peerj.com/

Peer/

Rowe MK, Craske MG. 1998. Effects of varied-stimulus exposure training on fear reduction
and return of fear. Behaviour Research and Therapy 36(7-8):719-734
DOI 10.1016/S0005-7967(97)10017-1.

Spielberger CD. 1983. Manual for the state-trait anxiety inventory (STAI-Form Y). Palo Alto:
Consulting Psychology Press.

Spruyt A, Clarysse J, Vansteenwegen D, Baeyens F, Hermans D. 2010. Affect 4.0: a free
software package for implementing psychological and psychophysiological experiments.
Experimental Psychology 57(1):36-45 DOI 10.1027/1618-3169/a000005.

Sullivan MJL, Bishop SR, Pivik J. 1995. The pain catastrophizing scale: development and
validation. Psychological Assessment 7(4):524-532 DOI 10.1037/1040-3590.7.4.524.

Swinkels-Meewisse IEJ, Roelofs J, Schouten EGW, Verbeek ALM, Oostendorp RAB, Vlaeyen JWS.
2006. Fear of movement/(re)injury predicting chronic disabling low back pain: a prospective
inception cohort study. Spine 31(6):658-664 DOI 10.1097/01.brs.0000203709.65384.9d.

Van Damme S, Crombez G, Bijttebier P, Goubert L, Van Houdenhove B. 2002. A confirmatory
factor analysis of the pain catastrophizing scale: invariant factor structure across clinical and
non-clinical populations. Pain 96(3):319-324 DOI 10.1016/s0304-3959(01)00463-8.

Van der Ploeg HM. 2000. Handleiding bij de Zelf-Beoordelings Vragenlijst. Een Nederlandstalige
bewerking van de Spielberger. State-Trait Anxiety Inventory STAIDY. [Test Manual Dutch State
Trait Anxiety Inventory]. Lisse: Swets and Zeitlinger.

Vansteenwegen D, Iberico C, Vervliet B, Marescau V, Hermans D. 2008. Contextual fear
induced by unpredictability in a human fear conditioning preparation is related to the
chronic expectation of a threatening US. Biological Psychology 77(1):39-46
DOI 10.1016/j.biopsycho.2007.08.012.

Vansteenwegen D, Vervliet B, Iberico C, Baeyens F, Van den Bergh O, Hermans D. 2007.
The repeated confrontation with videotapes of spiders in multiple contexts attenuates renewal of
fear in spider-anxious students. Behaviour Research and Therapy 45(6):1169-1179
DOI 10.1016/j.brat.2006.08.023.

Vlaeyen JWS. 2015. Learning to predict and control harmful events: chronic pain and
conditioning. Pain 156:586-593 DOI 10.1097/j.pain.0000000000000107.

Vogel EH, Brandon SE, Wagner AR. 2003. Stimulus representation in SOP: II. An
application to inhibition of delay. Behavioural Processes 62(1-3):27-48
DOI 10.1016/S0376-6357(03)00050-0.

Watson D, Clark LA, Tellegen A. 1988. Development and validation of brief measures of
positive and negative affect: the PANAS scales. Journal of Personality and Social Psychology
54(6):1063-1070 DOI 10.1037//0022-3514.54.6.1063.

Meulders and Viaeyen (2019), PeerdJ, DOI 10.7717/peerj.6913 24/24


http://dx.doi.org/10.1016/S0005-7967(97)10017-1
http://dx.doi.org/10.1027/1618-3169/a000005
http://dx.doi.org/10.1037/1040-3590.7.4.524
http://dx.doi.org/10.1097/01.brs.0000203709.65384.9d
http://dx.doi.org/10.1016/s0304-3959(01)00463-8
http://dx.doi.org/10.1016/j.biopsycho.2007.08.012
http://dx.doi.org/10.1016/j.brat.2006.08.023
http://dx.doi.org/10.1097/j.pain.0000000000000107
http://dx.doi.org/10.1016/S0376-6357(03)00050-0
http://dx.doi.org/10.1037//0022-3514.54.6.1063
http://dx.doi.org/10.7717/peerj.6913
https://peerj.com/

	The effect of differential spatiotopic information on the acquisition and generalization of fear of movement-related pain
	Introduction
	Methods and materials
	Results
	Discussion
	flink5
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Average
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Average
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

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


