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Abstract: Chronic low back pain (CLBP) is often without clear underlying pathology. Affective
disturbance and dysfunctional pain mechanisms, commonly observed in populations with CLBP,
have, therefore, been suggested as potential contributors to CLBP development and maintenance.
However, little consensus exists on how these features interact and if they can be targeted using
non-invasive brain stimulation. In this pilot trial, 12 participants completed two phases (Active or
Sham) of high-definition transcranial direct current stimulation (HD-tDCS) to the medial prefrontal
cortex, applied for 20 min on three consecutive days. Clinical pain ratings, questionnaires, and
sensitivity to painful cuff pressure were completed at baseline, then 4 trials of conditioned pain
modulation (CPM; alone, with distraction using a Flanker task, with positive affect induction, and
with negative affect induction using an image slideshow) were performed prior to HD-tDCS on Day
1 and Day 4 (24 h post-HD-tDCS). At baseline, attentional and affective manipulations were effective
in inducing the desired state (p < 0.001) but did not significantly change the magnitude of CPM-effect.
Active HD-tDCS was unable to significantly alter the magnitude of the shift in valence and arousal
due to affective manipulations, nor did it alter the magnitude of CPM under any basal, attentional,
or affective manipulation trial significantly on Day 4 compared to sham. The CPM-effect was greater
across all manipulations on Day 1 than Day 4 (p < 0.02) but also showed poor reliability across days.
Future work is needed to expand upon these findings and better understand how and if HD-tDCS
can be used to enhance attentional and affective effects on pain modulation.

Keywords: high-definition transcranial direct current stimulation; conditioned pain modulation;
low back pain; affect induction; distraction

1. Introduction

Patients with chronic low back pain (CLBP) often present without clear underlying
pathology. However, these patients do commonly demonstrate affective disturbances [1]
and impaired anti-nociceptive mechanisms [2,3]. These factors have been suggested
as potential contributory mechanisms to CLBP development and/or maintenance [4],
though there is little consensus on how these features interact and if they can be
simultaneously targeted.

Anti-nociceptive mechanisms can be assessed in many ways and at various levels of
the nervous system. One common psychophysical method to assess anti-nociception is
to measure conditioned pain modulation (CPM), also known as the “pain-inhibits-pain”
effect [5,6]. This measure gives an indication of net inhibition of a painful test stimulus, due
to a heterotopic painful conditioning stimulus. Although initially thought of as a subcortical
mechanism, CPM assessment in humans is also heavily influenced by cortical processes.
Several experimental studies in healthy participants have shown distraction [7,8] and acute
stress induction [9] to increase the magnitude of CPM, with suggestions of valence-specific
effects on CPM also observed by the authors in prior work. This is consistent with effects of

J. Clin. Med. 2021, 10, 889. https://doi.org/10.3390/jcm10040889 https://www.mdpi.com/journal/jcm

https://www.mdpi.com/journal/jcm
https://www.mdpi.com
https://orcid.org/0000-0003-1637-4384
https://orcid.org/0000-0002-7787-4860
https://doi.org/10.3390/jcm10040889
https://doi.org/10.3390/jcm10040889
https://creativecommons.org/
https://creativecommons.org/licenses/by/4.0/
https://creativecommons.org/licenses/by/4.0/
https://doi.org/10.3390/jcm10040889
https://www.mdpi.com/journal/jcm
https://www.mdpi.com/2077-0383/10/4/889?type=check_update&version=3


J. Clin. Med. 2021, 10, 889 2 of 15

attentional and affective manipulation on individual painful stimuli in healthy participants
(e.g., with distraction and positive affect reducing painfulness and negative affect often
increasing painfulness [10,11]), though effects in patients with chronic painful conditions
have been less clear. Among chronic pain populations, distraction may be less effective in
reducing experimental pain perception [12,13], while affective manipulation may produce
the expected effects [14], reduced effects [15], or even paradoxical effects on experimental
pain perception and related cortical activity [16]. Nevertheless, it seems that attentional
and affective manipulation may be able to enhance CPM efficiency, which may be further
amenable to improvement by neuromodulation.

Non-invasive brain stimulation techniques have been used for various purposes,
including managing chronic pain [17,18] and depression [19], and altering pain sensitiv-
ity [20]. Techniques have primarily targeted the motor cortex and dorsolateral prefrontal
cortex, with some degree of preliminary success in reducing neuropathic pain [21], altering
pain sensitivity, and acutely enhancing anti-nociceptive mechanisms [22]. However, the
limited efficacy of existing paradigms in treating musculoskeletal pain conditions may be
due to a lack of specificity in targeting disease-relevant pathways.

Recently, the medial prefrontal cortex (mPFC) was highlighted as a key locus for the
interaction between pain, affective disturbance, and anti-nociception [23], due to its role
in the encoding of negative affect and unpleasant sensations, and its projections to the
periaqueductal gray (PAG) and thus descending noxious inhibitory pathways. In CLBP
patients, affective disturbances together with observed alterations in connectivity between
regions of the mPFC and PAG [24–26] indicate that the mPFC may be a relevant stimulation
target for both affective pain modulation and anti-nociceptive mechanisms simultaneously.

The aim of this study was, therefore, to investigate whether (1) attentional and affective
manipulation of CPM magnitude can be achieved in CLBP patients, and (2) if three consec-
utive days of active high-definition transcranial direct current stimulation (HD-tDCS) to the
mPFC, versus sham HD-tDCS, was able to alter the attentional and affective manipulation
of CPM. It was hypothesized (1) that attentional and affective manipulations that distract
from pain and increase positive affect would enhance CPM magnitude, while negative
affective manipulation would reduce CPM magnitude and (2) that active HD-tDCS would
further enhance the effect of affective and attentional manipulations on CPM capacity.

2. Materials and Methods
2.1. Participants

CLBP patients were recruited via social media and local noticeboards. Eligibility
was initially assessed via phone or email, then confirmed via anamnesis and physical
examination at the first test session. Participants needed to be aged 18–60 years, speak and
understand English, and report persistent pain (greater than 3/10 on average), that was
present >3 days per week, posteriorly between the inferior border of the ribcage and lower
gluteal fold, sufficient to limit daily activity for a period exceeding 3 months. Participants
currently seeking active treatment, routinely taking analgesics or neuropsychotropic medi-
cations, with red flag symptoms, current or prior neurological, musculoskeletal, mental,
or painful disorders were not eligible to participate. Participants also needed to pass the
transcranial stimulation safety screen [27]. All eligible participants received written and
verbal information about the study purpose and methods and provided written informed
consent prior to inclusion.

An a priori sample size calculation was conducted in G*Power (v3.1.9.2, Heinrich-
Heine University, Düsseldorf, Germany) for main outcome data (expected change in
ramped CPM paradigm) from the main study this sample participated in, which is reported
elsewhere (McPhee & Graven-Nielsen, unpublished). This suggested 12 participants would
be sufficient to detect a significant (p < 0.05) moderate effect size (f > 0.25) with 80% power.
As per this prior report, the trial was pre-registered on ClinicalTrials.gov (NCT03864822),
approved by the local ethical committee (VN-20170034) and conducted in accordance with

ClinicalTrials.gov
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the Declaration of Helsinki. Data were collected at the Center for Neuroplasticity and Pain
(CNAP), Aalborg University, in 2019, by a trained investigator (M.E.M.).

2.2. Study Protocol

A cross-over placebo-controlled and double-blinded design was implemented. A
computer-generated random number sequence was used to allocate participants to start
with either the active or sham HD-tDCS condition. In each condition, participants attended
4 sessions on consecutive days where HD-tDCS was applied to the mPFC on Days 1–3.
Prior to intervention on Day 1 and on Day 4, assessments were performed, including:
(1) pain ratings, (2) basal pain sensitivity using cuff algometry, and (3) attentional and
affective manipulations with simultaneous cuff paradigm to assess effects of attention
and affective state on CPM. Each CPM manipulation trial was separated by at least 3 min
with an interfering task to avoid carry-over effects [28–30]. Day 1–4 sessions were each
separated by 24 h. After a break of at least 14 days, participants returned to complete the
alternate condition (Figure 1).
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Figure 1. Schematic of chronic low back pain (CLBP) patient flow through study protocol. A: Cuff
pain detection and tolerance threshold assessment, B: Conditioned pain modulation (CPM) only
paradigm, C: CPM with distraction (Flanker task), D: CPM with positive affect induction, E: CPM
with negative affect induction, F and G: control blocks of test stimuli. Note: order of B and C
and D and E were randomized for each subject, as was assignment, to begin with active or sham
high-definition transcranial direct current stimulation (HD-tDCS).

2.3. Demographics and Pain Ratings

All participants reported their age, gender, body mass index (BMI), limb dominance
and underwent a brief patient history and physical exam to confirm eligibility. A com-
prehensive assessment of pain history, sleep, mood, menstruation, physical activity, pain
catastrophizing, anxiety, affect, disability, and pain features was also obtained from this
population and will be reported elsewhere. Ratings of pain-related catastrophizing, on the
Pain Catastrophizing Scale (PCS), baseline affective state, on the Positive and Negative
Affective Schedule (PANAS), and state anxiety, on the Spielberger State and Trait Anxiety
Inventory (STAI), will be reported here in correlations only. In each session, participants
rated how much low back pain they were currently experiencing on both pain intensity
and unpleasantness visual analog scale (VAS) anchored at 0 with “no pain/not unpleasant
at all”, and 10 cm with “worst pain imaginable/most unpleasant sensation imaginable”.
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2.4. High-Definition Transcranial Direct Current Stimulation

The HD-tDCS system consisted of a battery-powered multichannel neurostimulator
(Starstim R32, Neuroelectrics, Barcelona, Spain) and neoprene EEG cap (NE056 Headcap,
Neuroelectrics, Barcelona, Spain). Anodal direct current was delivered to the mPFC using
five circular 1 cm diameter Ag/AgCl electrodes, with the anode positioned at Fz, four
surrounding cathodes at F7, Fp1, Fp2, and F8, and a reference electrode on the right
earlobe [31]. In both active and sham HD-tDCS phases, current amplitude increased over
60 s to the target intensity of 2 mA. In the active condition, the 2 mA was maintained for
18 min and then ramped off over 60 s (20 min total), whereas in the sham condition, the
stimulator immediately ramped off again over 60 s and remained off for the subsequent
18 min.

2.5. Blinding of Participants and Experimenter

HD-tDCS paradigms were initially programmed in the HD-tDCS system by the
experimenter (M.E.M.), then renamed and double-blinded using the HD-tDCS software’s
inbuilt password-protected blinding feature by a colleague not involved in the study.
Upon entering the study, participants were informed that they would receive two different
stimulation types, with only one expected to have an effect but no further details about
the different paradigms. Throughout the study, they were repeatedly told that stimulation
would initially cause an itching, tingling, or warm sensation that would fade after the first
few minutes in both conditions. Participants were debriefed on Day 4 of each condition to
determine which condition they believed they had received and record side effects.

2.6. Cuff Pressure Algometry

A computerized cuff pressure algometry system (Nocitech and Aalborg University,
Denmark) and two 10 cm-wide tourniquet pressure cuffs (VBM, Germany) were used to
induce and measure deep tissue pain sensitivity. Participants were instructed to use both
an electronic visual analog scale (eVAS; anchored at 0 cm: “no pain”, 10 cm: “worst pain
imaginable”) and a verbal numeric rating scale (NRS; anchored at 0: “no pain”, 100: “worst
pain imaginable”) to rate pain elicited by the cuff in different contexts.

Initially, a ramped cuff inflation at 1 kPa/s was applied to the non-dominant and then
dominant leg. For each ramp, participants were asked to start sliding the eVAS dial upward
when the pressure first became painful (cuff pain detection threshold, cPDT, eVAS = 1 cm)
and press the stop button when they could not tolerate further increase in pressure pain
(cuff pain tolerance threshold, cPTT). The final eVAS value before the stop button was
pressed at cPTT was also extracted (eVAS@cPTT). This method offers a highly reliable
user-independent estimation of pressure pain sensitivity [32].

2.7. Conditioned Pain Modulation Stimuli

During the 4 conditions with attentional and affective manipulation, a 2-min painful
cuff conditioning stimulus was applied to the non-dominant leg at an intensity of 70%
cPTT. The pain intensity elicited by this stimulus was rated on the eVAS by participants
at the beginning and then adjusted at three time points (approximately 15, 30, and 45 s
into conditioning) during each manipulation. As the eVAS records continuously, average
ratings were extracted for the 0–15 s, 15–30 s, 30–45 s, and 45–75 s periods for analysis.

Test stimuli were applied 30 s prior to and 80 s into the conditioning stimulus of each
manipulation. A test stimulus consisted of three 1 s stimuli separated by 10 s, for which the
cuff inflated at 100 kPa/s to cPTT intensity on the dominant leg. Participants rated each
inflation on the NRS and these were averaged for analysis. This method has been applied
previously in healthy individuals and recurrent LBP patients showing similar effects to the
traditional ramped CPM paradigm [33].
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2.8. Manipulations
2.8.1. Attentional Manipulation

The attentional task used was a version of the Flanker [34] programmed in E-Prime
(Psychology Software Tools, Sharpsburg, PA, USA) to show a horizontal array of five
arrows, in which participants should indicate the direction that the middle arrow was
pointing (“1” for left and “3” for right on keypad). Arrows appeared randomly in one of
four off-center locations on the screen with surrounding arrows pointing either in the same
(congruent trials) or opposite (incongruent trials) directions to the middle arrow. Arrows
were presented for 500 ms separated by 800 ms of a fixation cross, giving participants a
total of 1200 ms to respond to each trial. Participants were initially familiarized with the
task over 32 practice trials with unlimited response time and feedback on accuracy, then
with a 1 min trial at proper speed without feedback.

During the CPM with distraction condition, a total of 48 trials were presented in
the same manner as the practice phase, with the instruction to “rate pain now” from the
cuff conditioning stimulation after every 12 trials. This task was synchronized with the
beginning of the conditioning stimulus and ended immediately prior to reapplication of
test stimuli.

During the CPM only condition, only a fixation cross was shown with instruction
to “rate pain now” provided at matched time intervals. This presentation was similarly
synchronized to conditioning stimulus application and ended immediately prior to reap-
plication of test stimuli.

CPM only and with distraction conditions were performed in random order but
were consistent for each participant across the study. After both conditions, participants
completed a brief mind-wandering questionnaire, with 6 questions regarding (1) their
performance accuracy, how focused they were on, (2) the task, (3) sensations, (4) task-
related thoughts, (5) unrelated thoughts, and (6) how much effort the task required. Each
question was rated on a 7-point Likert scale from 1 (“never/not at all/none”) to 7 (“al-
ways/maximum”).

2.8.2. Affective Manipulation

For affective manipulation, pictures were selected from the International Affective
Picture System (IAPS, University of Florida, Gainesville, FL, USA [35]) to form four positive
and negative image sets of 24 images (in 8 blocks of 3 contextually congruent images to
improve valence shift [36]) each with similar content, valence, and arousal based on
previously reported normative ratings [35]. Images were presented for 2000 ms followed
by a 500 ms fixation cross, and after every 6 images, an instruction to “rate pain now”
was shown.

As with the two attentional conditions, during both the CPM with positive affect and
CPM with negative affect conditions, presentation of images was synchronized to start
with the conditioning stimulus and ended immediately prior to reapplication of test stimuli.
In these conditions, however, the final image in the affective manipulation slideshow was
left on the screen until all pain ratings due to conditioning and test stimuli were complete,
in an attempt to maintain affective state [37].

In each session, a different image set was used in an effort to avoid the effects of
reduced novelty, and these were used in random order. Positive and negative affective
manipulations were also performed in random order but were consistent for each partic-
ipant throughout the study. After each affective manipulation, participants rated their
affective valence with 1 (“most negative”) to 9 (“most positive”) and arousal with 1 (“very
calm”) to 9 (“very aroused”) on the picture subscales of the Self-Assessment Manikin [35].
Participants were also asked, “What word would you use to describe how you felt while
you watched the series of images?”.

All attentional and affective manipulations were completed sitting in a chair with
back and arm support. Manipulations were presented on a 17” monitor positioned approx-
imately 50 cm in front of participants at eye-level.
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2.9. Statistical Analysis

Cuff and pain rating data were checked for normality using Shapiro–Wilks and were
analyzed using parametric or non-parametric approaches accordingly. Baseline clinical
pain, cuff pain sensitivity (pain detection and tolerance thresholds), as well as control
test stimuli and ratings of test and conditioning stimuli prior to attentional and affective
manipulation were compared between HD-tDCS phases and days to assess for changes
in basal sensitivity using repeated measures analysis of variance (RM-ANOVAs). To
assess baseline effects of attentional and affective manipulation on CPM (Aim 1), test
and conditioning stimuli were compared between manipulations (CPM only, CPM with
distraction, Positive affect, or Negative affect) performed in the very first baseline session
that patients attended regardless of HD-tDCS phase. Normalized changes in pain intensity
scores for test stimuli (referred to as CPM magnitude, i.e., test stimuli NRS scores pre-
manipulation subtracted from post-manipulation) and conditioning stimuli (referred to as
normalized conditioning stimulus ratings, i.e., conditioning stimuli eVAS ratings for 0–15 s
subtracted from 15–75 s) were then compared between HD-tDCS condition (Active, Sham),
days (Day 1 to 4), and time (within session) throughout manipulation (where applicable)
using RM-ANOVAs to assess the effect of HD-tDCS (Aim 2). Spearman’s Rho correlations
were investigated between the effects of positive/negative affective manipulations on
CPM magnitude and: (1) baseline affective state and anxiety (as per the PANAS and STAI
data), and (2) evoked valence and arousal ratings. As well, Spearman’s Rho correlations
were investigated between the effects of distraction on CPM magnitude and: (1) baseline
pain and pain catastrophizing (as per PCS scores reported previously), and (2) the mind-
wandering scale questions. Manipulation checks were performed to ensure affective
induction was successful (i.e., that valence ratings were distinct and in the expected
direction on the Self-Assessment Manikin), to confirm flanker effects (i.e., that incongruent
trials were less accurate and required longer response time than congruent trials), and
an additional check of reliability of these protocols was performed using two-way mixed
intraclass correlation coefficients. Significance was accepted at p < 0.05 and data are
presented as mean ± standard error of the mean (SEM) unless otherwise specified.

3. Results
3.1. Demographic Details and Pain Ratings

Twelve patients with CLBP (9 females, 3 males) were included in this trial and com-
pleted all four assessment sessions, though one participant stopped the active HD-tDCS
after 10 min on Day 3 of that phase due to intolerable pulling sensations on the scalp.
Participants were young (28.6 ± 5.9 years), with an average BMI (25.2 ± 4.4 kg/m2) slightly
above normal. They reported having had CLBP for 5.3 ± 2.6 years with a current VAS
pain intensity rating in the first session of 2.5 ± 2.0 cm and VAS pain unpleasantness of
3.1 ± 2.3 cm that did not change significantly between sessions (p > 0.12). All had sought
medical or allied healthcare for their pain in the past, but none were currently undergoing
treatment. Blinding was successfully maintained throughout the trial with similar rates
of side effects (e.g., itching, tingling, and warm sensations during stimulation) between
groups and guesses of assigned paradigm not significantly different from chance (50–67%),
as will be reported elsewhere.

3.2. Cuff Pain Sensitivity

No differences were observed between HD-tDCS phases, days or legs for cPDT (grand
mean: 21.5 ± 3.4 kPa; F < 4.1, p > 0.06, η2 < 0.28) or cPTT (grand mean: 45.0 ± 6.4 kPa;
F < 3.8, p > 0.08, η2 < 0.26), suggesting test and conditioning stimulus intensities (which
are based on these measures) did not differ significantly between sessions.
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3.3. Baseline Effects of Attentional and Affective Manipulation
3.3.1. Effects of Attentional and Affective Manipulation on Test Stimuli Ratings

In the very first baseline session, a main effect of time was observed (NRS-Pre:
32.9 ± 6.5, NRS-Post: 27.1 ± 5.4; F1,11 = 8.01, p < 0.02, η2 = 0.42), with a significant re-
duction in NRS ratings of test stimuli observed during conditioning (i.e., efficient CPM).
However, no effects of or interactions with manipulation were observed (F < 0.35, p > 0.79,
η2 < 0.04), suggesting that attentional and affective manipulation did not alter CPM effects.

3.3.2. Effects of Attentional and Affective Modulation on Conditioning Stimuli Ratings

In the very first baseline session, a significant Manipulation × Time interaction was
observed for eVAS ratings of conditioning stimuli (F2.1,23.5 = 3.76, p < 0.04, η2 = 0.25). On
post-hoc testing, no differences were observed within timepoints between manipulations.
Significant increases from initial (0–15 s) to all subsequent eVAS ratings (15–30 s, 30–45 s
and 45–75 s) were observed in the CPM only (p < 0.03), CPM with distraction (p < 0.002),
and CPM with negative affect (p < 0.05) conditions, whereas in the CPM with positive affect
condition, increases were only seen from the first rating (0–15 s) to the second (15–30 s)
eVAS rating (p < 0.002).

3.4. Pain Intensity of Control and Pre-Manipulation Test Stimuli

Ratings of control cuff test stimuli at the beginning and end of the test session revealed
a main effect of Time, with end ratings (NRS = 30.7 ± 5.4) slightly lower than start ratings
(NRS = 35.8 ± 5.5; F1,11 = 9.57, p < 0.01, η2 = 0.47). No differences were observed in start and
end ratings between HD-tDCS phases or days, suggesting similar levels of pain induced by
test stimuli between sessions. Pain intensity ratings of test stimuli prior to each attentional
and affective manipulation showed no differences between HD-tDCS phases, days, or
manipulations (NRS = 33.1 ± 21.5; F < 1.8, p > 0.21, η2 < 0.14), suggesting similar levels of
pain was also induced by test stimuli throughout each session.

3.5. Effects of mPFC HD-tDCS on CPM Magnitude during Attentional and
Affective Manipulations

The magnitude of CPM during attentional and affective manipulations showed only a
main effect of day (F1,11 = 7.36, p = 0.02, η2 = 0.40), with greater inhibition during manip-
ulations generally demonstrated on Day 1 compared to Day 4 (Figure 2). No differences
were noted between HD-tDCS phases or manipulations (F < 2.85, p > 0.12, η2 < 0.22).J. Clin. Med. 2021, 10, x FOR PEER REVIEW 8 of 17 
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Figure 2. Pain modulatory effect shown as change in numerical rating scale (NRS) pain ratings
(mean ± SEM) of test stimuli normalized prior to conditioning under the 4 conditions of conditioned
pain modulation (CPM) without and with manipulations (during distraction from the flanker task,
positive affect induction and negative affect induction using an image series). Negative values
indicate the expected inhibitory response. No significant interactions were observed, only a main
effect of Day with greater modulation on Day 1 than Day 4 (p < 0.02).
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3.6. Pain Intensity of Conditioning Stimulus Ratings Prior to Manipulation

Initial ratings of conditioning stimulus intensities were not different between HD-tDCS
phases, days, or manipulations (eVAS: 2.8 ± 1.8 cm, F < 3.4, p > 0.09, η2 < 0.24), suggesting
similar levels of pain initially evoked by conditioning stimuli between manipulations
and sessions.

3.7. Effects of mPFC HD-tDCS on Normalized Conditioning Stimulus Ratings

Changes in eVAS pain intensity ratings of conditioning stimuli throughout each
manipulation revealed a Manipulation × Time interaction (F6,66 = 4.88, p < 0.001, η2 = 0.31),
but no effects of HD-tDCS (F1,11 = 0.76, p > 0.40, η2 < 0.06) or Day (F1,11 = 1.07, p > 0.32,
η2 < 0.09). On post-hoc testing, an increase in eVAS pain ratings was seen only during the
cuff only trial (4th rating > 2nd and 3rd ratings, p = 0.011; Figure 3). Normalized eVAS
ratings in the cuff only trial also showed greater increases than all other manipulation trials
at the 3rd and 4th rating points (p < 0.01, Figure 3).
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and CPM with negative affect (orange, horizontal) manipulations for each session (Active top row, Sham bottom row, Day 1
left column, and Day 4 right column). Significant increase in eVAS ratings compared to 15–30 s and 30–45 s (*, p < 0.02) and
compared to all other manipulations (#, p < 0.01) indicated.

3.8. Manipulation Checks

Valence ratings on the Self-Assessment Mannikin during positive and negative af-
fective manipulations showed a Day × Manipulation interaction (F1,11 = 8.51, p = 0.014,
η2 = 0.44), whereby evoked valence ratings were higher in positive manipulations than
negative on both days (Positive: 7.2 ± 1.4; Negative: 2.8 ± 1.2; p < 0.001). There was a
tendency for higher valence ratings in the positive manipulation on Day 1 than Day 4, but
this did not reach statistical significance (p = 0.071). No differences in arousal ratings were
noted between HD-tDCS phases, days or manipulations (Positive: 4.1 ± 2.4; Negative:
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4.4 ± 2.2; F < 2.5, p > 0.14). Overall, induced valence showed good to excellent reliability
across sessions (Positive: ICC3,k = 0.744 (0.514, 0.905), p < 0.001; Negative: ICC3,k = 0.614
(0.339, 0.845), p < 0.001), while induced arousal only showed poor to moderate reliability
across sessions (Positive: ICC3,k = 0.385 (0.101, 0.711), p = 0.003; Negative: ICC3,k = 0.556
(0.271, 0.815), p < 0.001). A more diverse array of words was used to describe the affective
state induced by negative (n = 25) than positive (n = 19) manipulations, but in each valence
condition there was one prominent word, namely, “happy” (19/48 trials) for positive ma-
nipulations and “sad” (14/48 trials) for negative manipulations. No significant differences
were observed between HD-tDCS protocols or days for accuracy or reaction time during
the Flanker task (p > 0.07), only that a Flanker effect was present for both accuracy and
reaction time, i.e., with worse performance on incongruent trials (accuracy: 78.7 ± 16.1%;
reaction time: 541.3 ± 69.1 ms) than congruent trials (accuracy: 97.6 ± 3.6%; reaction
time: 489.0 ± 69.4 ms). Reaction time was also generally highly reliable between sessions
(ICC3,k = 0.714–0.726 (0.477, 0.897), p < 0.001).

3.9. Exploratory Correlations to Baseline State

Significant correlations were observed between within-condition increases in eVAS
pain ratings of conditioning stimuli during the positive manipulation and both baseline pos-
itive affect (PANAS, RS = −0.516, p > 0.001) and state anxiety (STAI, RS = 0.387, p = 0.007).
Similar, though weaker, correlations were also observed for the other three manipulations
with positive affect (PANAS, RS < −0.329, p < 0.03) and for the CPM with distraction and
negative manipulations with state anxiety (STAI, RS > 0.318, p < 0.03). These correlations
suggest that those with lower current positive affect and higher current anxiety show in-
creased facilitation of pain perception during conditioning. No correlations were observed
to PCS scores nor negative affect (PANAS) ratings. Current low back pain VAS intensity rat-
ings correlated with CPM magnitude during the CPM only condition (RS = 0.454, p = 0.001,
Figure 4), indicating those with lower LBP intensity had better functioning CPM.
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4. Discussion

In this trial, attentional and affective manipulations were unable to alter CPM mag-
nitude in CLBP patients, and HD-tDCS of the mPFC was further unable to significantly
enhance the effects of affective or attentional manipulation on CPM magnitude compared
to sham HD-tDCS. Interestingly, pain modulation was generally better across all manip-
ulations on Day 1 than Day 4 and generally did not show valence or task specificity. At
baseline, pain ratings of conditioning stimuli were facilitated to some extent in all condi-
tions, though not as consistently during the positive affect manipulation. Generally, these
conditioning ratings also lacked valence-specific modulation and were instead reduced by
all three manipulations compared to the cuff-only condition. The facilitation of tonic pain
showed a correlation to baseline positive affect and state anxiety. Moreover, low back pain
intensity was correlated with the amount of pain modulation in the CPM-only condition
(i.e., CPM only was less efficient in patients with high pain intensity).

4.1. Efficacy of HD-tDCS in Altering Clinical Pain and Affective Responses

As reported previously, stimulation of the mPFC using HD-tDCS did not result in
significant improvements in clinical pain or changes in affective measures. This study
extends on that to suggest that HD-tDCS further does not have clear effects on affective
or attentional manipulations, nor their impact on CPM magnitude. A number of factors
related to the sample, namely, that they were young and presented with only mild pain
and disability of relatively short duration (6 months to maximum 8 years), may explain
why efficient CPM was observed despite evidence that this measure is typically impaired
in CLBP patients [3]. This, in combination with the lack of affective disturbance in question-
naire data and intact ability to produce appropriate affective responses to manipulation,
may further explain why improvements were not seen, as there was no clear impairment
to target. It is also possible that significant improvements in the additive effect of affective
and attentional manipulation could have been seen immediately following stimulation,
but that it was simply not maintained to Day 4. However, as this was not assessed, this can
only be speculated.

Interpretation of the present work is clearly complex, as these patients were expected
to show both impaired CPM and impaired response to manipulations and have additionally
shown non-response to HD-tDCS. This makes it difficult to conclusively state whether
the lack of, e.g., valence specificity in pain modulation or analgesic effect of HD-tDCS, is
due to characteristics of this specific sample or the methodology. However, the present
methodology was based on prior literature and has been used successfully previously by
the authors in other healthy and LBP populations. Future studies should, therefore, aim
to better isolate effects of individual factors for comparison and consider non-inferential
approaches to demonstrating potential evidence for specific null effects.

4.2. Time-Related Reduction in Pain Modulatory Capacity

It is unclear why less efficient pain modulation (under all attentional and affective
conditions) was observed on Day 4 compared to baseline. As no differences were observed
in psychological factors (PANAS, PCS, or STAI scores) between sessions or conditions,
it is difficult to be certain, but this may be due to a reduction in contextual novelty. In
line, the largest CPM magnitudes were observed in the absolute first session with, albeit
non-significantly, less CPM observed in each subsequent session. Recently, there has been a
tendency for studies to report a lack of significant improvement in CPM despite reduction
or even resolution of pain [38,39], and in some cases temporal reduction in CPM with
repeated assessments during the development of chronic pain [40,41]. Less is known about
reductions in the efficacy of attentional and affective paradigms to modulate pain, as these
are often performed in single session studies, but these manipulation effects are also likely
to be impacted by stimulus and contextual novelty [42]. Although randomized stimulus
presentation during the attention task and different image sets were used to maintain
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attentional and affective manipulation novelty, it was obviously necessary to use the same
experimental setup, painful stimuli, experimenter, and laboratory in all sessions.

4.3. Lack of Valence Specificity in Pain Modulation

The International Affective Picture System has been frequently used as a method of
inducing particular affective states, and this use of pictures has recently been highlighted
as one of the best methods of experimentally inducing happiness and sadness [43]. In
line, CLBP patients showed clear and differential expected shifts in valence following each
affective manipulation. In the existing experimental literature, it is typical that positive
affect induction will reduce pain perception where negative affect induction may even
increase pain perception [44].

The effects of affective induction on pain perception have been attributed to both
supraspinal mechanisms [45] and connections with descending inhibitory pathways [46],
but interactions between experimental affective induction and psychophysical measure-
ment of descending inhibitory function have scarcely been explored. As indicated, prior
studies using affective manipulation have shown positive affect to reduce and negative
affect manipulation to increase experimental pain perception [10]. In the present study,
however, there was a distinct lack of valence specificity in pain modulation changes with
CPM observed in all conditions on Day 1. Affect is believed to preferentially modulate
pain unpleasantness [47], so it is possible that participants may have rated differently if
they were asked to differentiate between pain intensity and unpleasantness; however, this
was not possible here due to time constraints for ratings within the paradigm.

It is possible that valence-specific effects may simply have been too small to detect in
the present sample, as prior work has also shown only minor effects of positive and negative
image presentation on pain ratings, compared to pain-related image presentation [48].
Another explanation could be that, although CLBP patients reported appropriate shifts in
valence, they may have rated what they thought the intended affective state was rather than
their own present state. This is somewhat consistent with the fact significant correlations
were observed between changes in pain perception during each manipulation and baseline
positive affect and state anxiety levels, but not with valence ratings following manipulation.
Prior work has shown a correlation between physiological measures, like zygomatic muscle
activity, and subjective valence ratings [49], which could be a relevant addition to the
present paradigm for future investigations to better evaluate this possibility. Finally,
arousal may also be a critical factor in driving effects, as prior work reports significant
modulation of pain by affective images compared to a neutral condition only when these
images also had high arousal [50], and here most arousal ratings were low and did not
differ between affective manipulations.

4.4. Lack of Additive Effect of Distraction on Pain Modulation

Beyond the lack of valence-specific effects, no differences were observed between
attentional or affective manipulations, meaning distraction generally did not enhance
pain modulation compared to CPM alone, in contrast to existing evidence [7,51,52]. This
may be because test stimuli were re-assessed after task cessation, meaning the additional
distracting effect was diminished. One prior study, using a stroop task, also concluded that
distraction was not effective at enhancing CPM when these paradigms were sequentially
applied, though this study also had difficulties in demonstrating significant CPM in healthy
men at baseline [8].

4.5. Effects of Distraction on Facilitation of Conditioning Stimulus Pain

Distraction, whether due to the flanker task or to the images, clearly reduced facil-
itation of pain perception of the conditioning stimulus, consistent with prior literature
on distraction and experimental pain perception [53,54]. However, in contrast to expec-
tations based on the motivational priming hypothesis [55], there was no clear evidence
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of valence-specific effects, suggesting distraction may have been the primary driver in
all conditions.

It should be noted that this reduction in conditioning pain due to the three manipula-
tions may have negatively impacted CPM, as prior work has shown higher conditioning
intensity to produce greater inhibitory effects [56]. This is interesting, given that objec-
tive pressure applied was identical between conditions and initial pain ratings were also
not significantly different between attentional and affective manipulations. This point,
therefore, warrants further investigation to understand whether perceived painfulness of
conditioning throughout the stimulus or specifically when test stimuli are reapplied is
more influential than objective stimulus intensity or initial painfulness.

4.6. Reliability of Affective Induction and Attentional Effects on Pain

Although there is a wealth of literature investigating the impact of attentional and
affective manipulation on pain perception [10,11,48,52], and reverse effect of pain on
cognitive performance and affect [57–60], there is little focus on the reliability of these
interactive effects. Here, induced affective states, as rated on the Self-Assessment Mannikin,
were highly reliable for valence and moderately reliable for arousal, despite the use of
different image sets between sessions. The attentional performance was also highly reliable
between sessions. Nevertheless, the resultant effects of these states on pain modulation
were not at all reliable, even when only investigating baseline sessions without potential
confounding effects of HD-tDCS response. Many studies have reported issues with CPM
reliability generally [61–63], though the reliability of effects of additive paradigms remains
largely unexplored. This is potentially problematic for longitudinal studies, or studies with
multiple experimental sessions, looking at the interaction between affect, attention, and
pain over time. In the present study, in line with temporal reductions in CPM magnitude
generally within each phase, it is speculated that the lack of reliability may be due to:
Reduced contextual novelty (as participants were exposed to the same series of tasks
4 times); Individual fluctuations in baseline affective state and attentiveness; Variation in
engagement with the Flanker task; and nuanced affective responses to specific image sets
(as captured by the wide variety of affective descriptors chosen). On this note, despite many
studies using broad ratings of valence and arousal and classifying all affective experiences
into the 6 basic human emotions [43], it is unclear how well these scales and discrete
dimensions capture true affective responses.

4.7. Limitations

The small sample of patients in this study presented with mild pain and disability
and showed little evidence of affective disturbance, which may explain the lack of efficacy
of stimulation targeting these deficits in this group. In addition, affective manipulation
reliably produced the desired affective state but did not have reliable effects on pain
ratings. The sample was also primarily (75%) female, precluding sex comparisons, but
given the well-established differences in e.g., chronic pain prevalence [64], the role of
psychological factors [65], and CPM stability [66] between sexes, future studies should
take this into consideration as some effects of affect manipulation and HD-tDCS may be
sex-specific. Further, although this study was placebo-controlled, it lacked a healthy control
group, which would have allowed for evaluation of how much the patients’ response,
to the CPM paradigm, different manipulations, and HD-tDCS, deviated from normal.
Future studies using more severely affected individuals are, therefore, warranted to better
understand the impact of an attentional and affective manipulation on CPM responses and
the additional effect of HD-tDCS techniques on this modulation. Additional investigation
into the reproducibility and meaning of affective and attentional influences on CPM
measurement is also needed.
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5. Conclusions

This is the first study to investigate the additive effects of attentional and affective
manipulation on CPM magnitude in CLBP patients and to attempt to enhance these
interactions using mPFC HD-tDCS. The manipulations did not alter CPM magnitude at
baseline and HD-tDCS was unable to significantly alter shift in valence and arousal due
to affective manipulation, nor to impact effects of affective or attentional manipulation
on CPM magnitude. General time-related reductions and poor reliability of affective and
attentional effects on CPM and pain perception were observed, indicating the need for
future work to clarify and improve on these aspects.
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23. Kummer, K.K.; Mitrić, M.; Kalpachidou, T.; Kress, M. The Medial Prefrontal Cortex as a Central Hub for Mental Comorbidities
Associated with Chronic Pain. Int. J. Mol. Sci. 2020, 21, 3440. [CrossRef]

24. Yu, S.; Li, W.; Shen, W.; Edwards, R.R.; Gollub, R.L.; Wilson, G.; Park, J.; Ortiz, A.; Cao, J.; Gerber, J.; et al. Impaired
mesocorticolimbic connectivity underlies increased pain sensitivity in chronic low back pain. NeuroImage 2020, 218, 116969.
[CrossRef] [PubMed]

25. Yu, R.; Gollub, R.L.; Spaeth, R.; Napadow, V.; Wasan, A.; Kong, J. Disrupted functional connectivity of the periaqueductal gray in
chronic low back pain. NeuroImage Clin. 2014, 6, 100–108. [CrossRef] [PubMed]

26. Tu, Y.; Jung, M.; Gollub, R.L.; Napadow, V.; Gerber, J.; Ortiz, A.; Lang, C.; Mawla, I.; Shen, W.; Chan, S.-T.; et al. Abnormal medial
prefrontal cortex functional connectivity and its association with clinical symptoms in chronic low back pain. Pain 2019, 160,
1308–1318. [CrossRef] [PubMed]

27. Bornheim, S.; Croisier, J.-L.; Maquet, P.; Kaux, J.-F. Proposal of a New Transcranial Direct Current Stimulation Safety Screening
Tool. Am. J. Phys. Med. Rehabil. 2019, 98, e77–e78. [CrossRef] [PubMed]

28. Hoegh, M.; Petersen, K.; Graven-Nielsen, T. Effects of repeated conditioning pain modulation in healthy volunteers. Eur. J. Pain
2018, 22, 1833–1843. [CrossRef]

29. Ceulemans, K.; Karsdorp, P.A.; Vlaeyen, J.W. Effects of responsibility and mood on painful task persistence. J. Behav. Ther. Exp.
Psychiatry 2013, 44, 186–193. [CrossRef]

30. Kuijsters, A.; Redi, J.; De Ruyter, B.; Heynderickx, I. Inducing Sadness and Anxiousness through Visual Media: Measurement
Techniques and Persistence. Front. Psychol. 2016, 7, 1141. [CrossRef]

31. To, W.T.; Eroh, J.; Hart, J.; Vanneste, S. Exploring the effects of anodal and cathodal high definition transcranial direct current
stimulation targeting the dorsal anterior cingulate cortex. Sci. Rep. 2018, 8, 1–16. [CrossRef]

32. Graven-Nielsen, T.; Vaegter, H.B.; Finocchietti, S.; Handberg, G.; Arendt-Nielsen, L. Assessment of musculoskeletal pain
sensitivity and temporal summation by cuff pressure algometry: A reliability study. Pain 2015, 156, 2193–2202. [CrossRef]

33. McPhee Christensen, M. Temporal Changes in Pro-Nociceptive and Anti-Nociceptive Mechanisms in Relation to the Experience
of Low Back Pain: Evidence from Experimental and Clinical Models, in Faculty of Medicine. Ph.D. Thesis, Aalborg University,
Aalborg, Denmark, 2020.

34. Ridderinkhof, K.R.; Wylie, S.A.; Van Den Wildenberg, W.P.; Bashore, T.R., Jr.; Van Der Molen, M.W. The arrow of time: Advancing
insights into action control from the arrow version of the Eriksen flanker task. Atten. Percep. Psychophys. 2020, 1–22. [CrossRef]

35. Lang, P.J.; Bradley, M.M.; Cuthbert, B.N. International Affective Picture System (IAPS): Affective Ratings of Pictures and Instruction
Manual; Technical Report A-8; University of Florida: Gainesville, FL, USA, 2008.

36. Young, S.G.; Brown, C.M.; Ambady, N. Priming a natural or human-made environment directs attention to context-congruent
threatening stimuli. Cogn. Emot. 2012, 26, 927–933. [CrossRef]

37. Bradley, M.M.; Cuthbert, B.N.; Lang, P.J. Picture media and emotion: Effects of a sustained affective context. Psychophysiology
1996, 33, 662–670. [CrossRef]

38. McPhee, M.E.; Graven-Nielsen, T. Recurrent low back pain patients demonstrate facilitated pronociceptive mechanisms when in
pain, and impaired antinociceptive mechanisms with and without pain. Pain 2019, 160, 2866–2876. [CrossRef]

http://doi.org/10.1016/S0304-3959(96)03272-1
http://doi.org/10.1016/j.ejpain.2009.05.019
http://doi.org/10.1016/j.pain.2008.01.018
http://www.ncbi.nlm.nih.gov/pubmed/18325674
http://doi.org/10.1016/j.pain.2013.06.003
http://doi.org/10.1007/s11682-019-00076-w
http://doi.org/10.1097/YCT.0000000000000518
http://doi.org/10.1016/j.neubiorev.2018.05.015
http://doi.org/10.1016/j.clinph.2014.01.020
http://doi.org/10.3389/fnins.2019.01218
http://doi.org/10.1016/j.jpain.2016.01.472
http://www.ncbi.nlm.nih.gov/pubmed/26844419
http://doi.org/10.3390/ijms21103440
http://doi.org/10.1016/j.neuroimage.2020.116969
http://www.ncbi.nlm.nih.gov/pubmed/32439536
http://doi.org/10.1016/j.nicl.2014.08.019
http://www.ncbi.nlm.nih.gov/pubmed/25379421
http://doi.org/10.1097/j.pain.0000000000001507
http://www.ncbi.nlm.nih.gov/pubmed/31107712
http://doi.org/10.1097/PHM.0000000000001096
http://www.ncbi.nlm.nih.gov/pubmed/30431445
http://doi.org/10.1002/ejp.1279
http://doi.org/10.1016/j.jbtep.2012.10.005
http://doi.org/10.3389/fpsyg.2016.01141
http://doi.org/10.1038/s41598-018-22730-x
http://doi.org/10.1097/j.pain.0000000000000294
http://doi.org/10.3758/s13414-020-02167-z
http://doi.org/10.1080/02699931.2011.625399
http://doi.org/10.1111/j.1469-8986.1996.tb02362.x
http://doi.org/10.1097/j.pain.0000000000001679


J. Clin. Med. 2021, 10, 889 15 of 15

39. Marcuzzi, A.; Wrigley, P.J.; Dean, C.M.; Graham, P.L.; Hush, J.M. From acute to persistent low back pain: A longitudinal
investigation of somatosensory changes using quantitative sensory testing—An exploratory study. PAIN Rep. 2018, 3, e641.
[CrossRef]

40. Shahidi, B.; Maluf, K.S. Adaptations in Evoked Pain Sensitivity and Conditioned Pain Modulation after Development of Chronic
Neck Pain. BioMed Res. Int. 2017, 2017, 8985398. [CrossRef]

41. Gagné, M.; Côté, I.; Boulet, M.; Jutzeler, C.R.; Kramer, J.L.K.; Mercier, C. Conditioned Pain Modulation Decreases Over Time
in Patients with Neuropathic Pain Following a Spinal Cord Injury. Neurorehabilit. Neural Repair 2020, 34, 997–1008. [CrossRef]
[PubMed]

42. Weierich, M.R.; Wright, C.I.; Negreira, A.; Dickerson, B.C.; Barrett, L.F. Novelty as a dimension in the affective brain. NeuroImage
2010, 49, 2871–2878. [CrossRef]

43. Joseph, D.L.; Chan, M.Y.; Heintzelman, S.J.; Tay, L.; Diener, E.; Scotney, V.S. The manipulation of affect: A meta-analysis of affect
induction procedures. Psychol. Bull. 2020, 146, 355–375. [CrossRef]

44. Wiech, K.; Tracey, I. The influence of negative emotions on pain: Behavioral effects and neural mechanisms. NeuroImage 2009, 47,
987–994. [CrossRef]

45. Rhudy, J.L.; DelVentura, J.L.; Terry, E.L.; Bartley, E.J.; Olech, E.; Palit, S.; Kerr, K.L. Emotional modulation of pain and spinal
nociception in fibromyalgia. Pain 2013, 154, 1045–1056. [CrossRef]

46. Villemure, C.; Schweinhardt, P. Supraspinal Pain Processing: Distinct Roles of Emotion and Attention. Neuroscientist 2010, 16,
276–284. [CrossRef]

47. Loggia, M.L.; Mogil, J.S.; Bushnell, M.C. Experimentally Induced Mood Changes Preferentially Affect Pain Unpleasantness.
J. Pain 2008, 9, 784–791. [CrossRef]

48. Arnold, B.S.; Alpers, G.W.; Süß, H.; Friedel, E.; Kosmützky, G.; Geier, A.; Pauli, P. Affective pain modulation in fibromyalgia,
somatoform pain disorder, back pain, and healthy controls. Eur. J. Pain 2008, 12, 329–338. [CrossRef]

49. Sato, W.; Kochiyama, T.; Yoshikawa, S. Physiological correlates of subjective emotional valence and arousal dynamics while
viewing films. Biol. Psychol. 2020, 157, 107974. [CrossRef] [PubMed]

50. Rhudy, J.L.; Williams, A.E.; McCabe, K.M.; Russell, J.L.; Maynard, L.J. Emotional control of nociceptive reactions (ECON): Do
affective valence and arousal play a role? Pain 2008, 136, 250–261. [CrossRef]

51. Vaegter, H.B.; Fehrmann, E.; Gajsar, H.; Kreddig, N. Endogenous Modulation of Pain: The Role of Exercise, Stress, and Cognitions
in Humans. Clin. J. Pain. 2020, 36, 150–161. [CrossRef]

52. Villemure, C.; Bushnell, M.C. Mood Influences Supraspinal Pain Processing Separately from Attention. J. Neurosci. 2009, 29,
705–715. [CrossRef]

53. Rischer, K.M.; González-Roldán, A.M.; Montoya, P.; Gigl, S.; Anton, F.; Van Der Meulen, M. Distraction from pain: The role of
selective attention and pain catastrophizing. Eur. J. Pain 2020, 24, 1880–1891. [CrossRef]

54. Ruscheweyh, R.; Kreusch, A.; Albers, C.; Sommer, J.; Marziniak, M. The effect of distraction strategies on pain perception and the
nociceptive flexor reflex (RIII reflex). Pain 2011, 152, 2662–2671. [CrossRef] [PubMed]

55. Lang, P.J. The emotion probe. Studies of motivation and attention. Am. Psychol. 1995, 50, 372–385. [CrossRef] [PubMed]
56. Smith, A.; Pedler, A. Conditioned pain modulation is affected by occlusion cuff conditioning stimulus intensity, but not duration.

Eur. J. Pain 2018, 22, 94–102. [CrossRef] [PubMed]
57. Moore, D.J.; Eccleston, C.; Keogh, E. Cognitive load selectively influences the interruptive effect of pain on attention. Pain 2017,

158, 2035–2041. [CrossRef]
58. Moore, D.J.; Keogh, E.; Eccleston, C. The Interruptive Effect of Pain on Attention. Q. J. Exp. Psychol. 2012, 65, 565–586. [CrossRef]
59. Geisser, M.E.; Roth, R.S.; Theisen, M.E.; Robinson, M.E.; Riley, J.L. Negative Affect, Self-Report of Depressive Symptoms, and

Clinical Depression: Relation to the Experience of Chronic Pain. Clin. J. Pain 2000, 16, 110–120. [CrossRef]
60. Gaskin, M.; Greene, A.; Robinson, M.; Geisser, M. Negative affect and the experience of chronic pain. J. Psychosom. Res. 1992, 36,

707–713. [CrossRef]
61. Kennedy, D.L.; Kemp, H.I.; Ridout, D.; Yarnitsky, D.; Rice, A.S. Reliability of conditioned pain modulation: A systematic review.

Pain 2016, 157, 2410–2419. [CrossRef]
62. Imai, Y.; Petersen, K.K.; Mørch, C.D.; Arendt-Nielsen, L. Comparing test-retest reliability and magnitude of conditioned pain

modulation using different combinations of test and conditioning stimuli. Somatosens. Mot. Res. 2016, 33, 169–177. [CrossRef]
63. Vaegter, H.B.; Petersen, K.K.; Mørch, C.D.; Imai, Y.; Arendt-Nielsen, L. Assessment of CPM reliability: Quantification of the

within-subject reliability of 10 different protocols. Scand. J. Pain 2018, 18, 729–737. [CrossRef] [PubMed]
64. Palacios-Ceña, D.; Albaladejo-Vicente, R.; Hernández-Barrera, V.; Lima-Florencio, L.; Fernández-De-Las-Peñas, C.; Jimenez-

Garcia, R.; López-De-Andrés, A.; de Miguel-Diez, J.; Perez-Farinos, N. Female Gender is Associated with a Higher Prevalence of
Chronic Neck Pain, Chronic Low Back Pain, and Migraine: Results of the Spanish National Health Survey, 2017. Pain Med. 2020.
[CrossRef]

65. Meints, S.M.; Wang, V.; Edwards, R.R. Sex and Race Differences in Pain Sensitization among Patients with Chronic Low Back
Pain. J. Pain 2018, 19, 1461–1470. [CrossRef] [PubMed]

66. Martel, M.O.; Wasan, A.D.; Edwards, R.R. Sex differences in the stability of conditioned pain modulation (CPM) among patients
with chronic pain. Pain Med. 2013, 14, 1757–1768. [CrossRef] [PubMed]

http://doi.org/10.1097/PR9.0000000000000641
http://doi.org/10.1155/2017/8985398
http://doi.org/10.1177/1545968320962497
http://www.ncbi.nlm.nih.gov/pubmed/33016208
http://doi.org/10.1016/j.neuroimage.2009.09.047
http://doi.org/10.1037/bul0000224
http://doi.org/10.1016/j.neuroimage.2009.05.059
http://doi.org/10.1016/j.pain.2013.03.025
http://doi.org/10.1177/1073858409359200
http://doi.org/10.1016/j.jpain.2008.03.014
http://doi.org/10.1016/j.ejpain.2007.06.007
http://doi.org/10.1016/j.biopsycho.2020.107974
http://www.ncbi.nlm.nih.gov/pubmed/33086090
http://doi.org/10.1016/j.pain.2007.06.031
http://doi.org/10.1097/AJP.0000000000000788
http://doi.org/10.1523/JNEUROSCI.3822-08.2009
http://doi.org/10.1002/ejp.1634
http://doi.org/10.1016/j.pain.2011.08.016
http://www.ncbi.nlm.nih.gov/pubmed/21925793
http://doi.org/10.1037/0003-066X.50.5.372
http://www.ncbi.nlm.nih.gov/pubmed/7762889
http://doi.org/10.1002/ejp.1093
http://www.ncbi.nlm.nih.gov/pubmed/28805288
http://doi.org/10.1097/j.pain.0000000000001011
http://doi.org/10.1080/17470218.2011.626865
http://doi.org/10.1097/00002508-200006000-00004
http://doi.org/10.1016/0022-3999(92)90128-O
http://doi.org/10.1097/j.pain.0000000000000689
http://doi.org/10.1080/08990220.2016.1229178
http://doi.org/10.1515/sjpain-2018-0087
http://www.ncbi.nlm.nih.gov/pubmed/30007061
http://doi.org/10.1093/pm/pnaa368
http://doi.org/10.1016/j.jpain.2018.07.001
http://www.ncbi.nlm.nih.gov/pubmed/30025944
http://doi.org/10.1111/pme.12220
http://www.ncbi.nlm.nih.gov/pubmed/23924369

	Introduction 
	Materials and Methods 
	Participants 
	Study Protocol 
	Demographics and Pain Ratings 
	High-Definition Transcranial Direct Current Stimulation 
	Blinding of Participants and Experimenter 
	Cuff Pressure Algometry 
	Conditioned Pain Modulation Stimuli 
	Manipulations 
	Attentional Manipulation 
	Affective Manipulation 

	Statistical Analysis 

	Results 
	Demographic Details and Pain Ratings 
	Cuff Pain Sensitivity 
	Baseline Effects of Attentional and Affective Manipulation 
	Effects of Attentional and Affective Manipulation on Test Stimuli Ratings 
	Effects of Attentional and Affective Modulation on Conditioning Stimuli Ratings 

	Pain Intensity of Control and Pre-Manipulation Test Stimuli 
	Effects of mPFC HD-tDCS on CPM Magnitude during Attentional and Affective Manipulations 
	Pain Intensity of Conditioning Stimulus Ratings Prior to Manipulation 
	Effects of mPFC HD-tDCS on Normalized Conditioning Stimulus Ratings 
	Manipulation Checks 
	Exploratory Correlations to Baseline State 

	Discussion 
	Efficacy of HD-tDCS in Altering Clinical Pain and Affective Responses 
	Time-Related Reduction in Pain Modulatory Capacity 
	Lack of Valence Specificity in Pain Modulation 
	Lack of Additive Effect of Distraction on Pain Modulation 
	Effects of Distraction on Facilitation of Conditioning Stimulus Pain 
	Reliability of Affective Induction and Attentional Effects on Pain 
	Limitations 

	Conclusions 
	References

