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Abstract Relief of ongoing pain is a potent motivator of behavior, directing actions to escape
from or reduce potentially harmful stimuli. Whereas endogenous modulation of pain events is well
characterized, relatively little is known about the modulation of pain relief and its corresponding
neurochemical basis. Here, we studied pain modulation during a probabilistic relief-seeking task

(a ‘wheel of fortune’ gambling task), in which people actively or passively received reduction of a
tonic thermal pain stimulus. We found that relief perception was enhanced by active decisions and
unpredictability, and greater in high novelty-seeking trait individuals, consistent with a model in
which relief is tuned by its informational content. We then probed the roles of dopaminergic and
opioidergic signaling, both of which are implicated in relief processing, by embedding the task

in a double-blinded cross-over design with administration of the dopamine precursor levodopa

and the opioid receptor antagonist naltrexone. We found that levodopa enhanced each of these
information-specific aspects of relief modulation but no significant effects of the opioidergic manip-
ulation. These results show that dopaminergic signaling has a key role in modulating the perception
of pain relief to optimize motivation and behavior.

Editor's evaluation

This is an important paper that is of interest to researchers interested in the psychological and
neurochemical mechanisms of pain and pain relief. It shows that the perception of pain relief is
modulated by controllability, surprise and novelty seeking. Moreover, these modulations are influ-
enced by dopaminergic but not by opioidergic manipulations. These findings are supported by
convincing evidence.

Introduction

One of the most powerful and universally appreciated aspects of being in pain is the desire for relief,
and the positive sensation of pleasure once achieved. However, in contrast to pain itself, much less is
known about how the perception of relief is modulated by various behavioral and motivational factors
(Becker et al., 2015; Leknes et al., 2008). Theories of pain have suggested that one reason pain
itself is modulated is to help optimize the way in which it directs protective behavior (Walters and
Williams, 2019). For instance, if pain is increased when learning and responding to it, but reduced in
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situations in which pain might actually interfere with optimal behavior will have a greater long-term
benefit (Fields, 2018; Seymour, 2019). Whether this principle extends to relief has not been tested.

Endogenous modulation of pain involves a number of different processes mediated by distinct
descending signaling pathways, and involves at least two critical neurochemical systems: opioidergic
and dopaminergic (Bannister, 2019). For instance, opioid signaling has been shown to play a key role
in behavioral relief motivation (in rodents, Navratilova et al., 2015b), placebo analgesia (Benedetti,
1996, Eippert et al., 2009), conditioned pain modulation (King et al., 2013), and relief perception
(Sirucek et al., 2021). Dopaminergic signaling has clearly been shown to play a role in conditioned
place preference induced by pain relief (through activity in midbrain dopaminergic neurons, Navrati-
lova et al., 2012; Navratilova et al., 2015a; Xie et al., 2014), suggesting similar mechanisms as in
the well-studied role of dopamine in food rewards (dopaminergic ‘wanting’ versus opioidergic ‘liking’;
Barbano and Cador, 2006; Barbano and Cador, 2007; Berridge et al., 2009; Smith et al., 2011).
Dopaminergic signaling is also implicated in inhibition of pain by extrinsic rewards, that is rewards
external to the pain system (Becker et al., 2013). Hence, whilst it is clear that both opioidergic
and dopaminergic signaling play core roles in relief motivation, it isn't known which system primarily
shapes perceived relief as a function of motivation.

The aim of the present study was therefore first to better characterize information processing
aspects of relief motivation, and second to investigate the roles of dopaminergic and opioidergic
signaling in pain relief perception and modulation. We expected that pain relief would be modulated
by the value of information it carries, as hence enhanced by (i) active vs passive reception and thus
controllability, since this reflects potential to exploit relief information; (ii) unpredictability, since this
reflects the extra information carried by surprising events, and (iii) trait novelty-seeking, since this
reflects individual information sensitivity. At the same time, we aimed to identify the potential role of
dopamine and opioids for each of these factors, in particular to explore whether increased dopamine
availability would enhance endogenous pain relief under these conditions, and whether modulation
could be reduced by blocking opioid receptors. We expected increased dopamine availability to
enhance phasic release of dopamine in response to rewards, and hence, to increase the effect of active
compared to passive reception of pain relief. In contrast, we expected the inhibition of endogenous
opioid signaling to decrease the effect of active controllability on pain relief. The latter is based on the
observation that blocking of opioid receptors attenuates other types of endogenous pain inhibition
such as placebo analgesia (Benedetti, 1996; Eippert et al., 2009) or conditioned pain modulation
(King et al., 2013). Finally, we aimed to identify whether an increase or decrease in the modulation
of perceived relief by dopamine and opioids is reflected in corresponding increases or decreases in
the selection of a more advantageous option, that is decision-making during probabilistic learning.

To test these hypotheses, we employed a previously developed wheel of fortune task utilizing relief
of a tonic capsaicin-sensitive thermal pain stimulus as ‘wins’, and allowing to quantify endogenous
pain inhibition induced by gaining pain relief in active versus passive conditions (Becker et al., 2015).
To test the roles of dopamine and opioids, we analyzed and report data of N=28 healthy volunteers
who ingested either a single dose of the dopamine precursor levodopa (150 mg), the opioid antago-
nist naltrexone (50 mg), or placebo in separate testing sessions (double-blinded, placebo controlled
cross-over, i.e. within-subjects, design). To allow also the assessment of reinforcement learning, a
probabilistic reward schedule associated with the participants’ choices in the wheel of fortune was
implemented.

Results

Endogenous modulation of active pain relief seeking under placebo

To test whether playing the wheel of fortune game induced endogenous pain inhibition by gaining
pain relief during active (controllable) decision-making, a test condition in which participants actively
engaged in the game and ‘won’ relief of a tonic thermal pain stimulus in the game was compared to
a control condition with passive receipt of the same outcomes (Figure 1). As a further comparator
the game included an opposite condition in which participants received increases of the thermal stim-
ulation as punishment. This active loss condition was also matched by a passive condition involving
receipt of the same course of nociceptive input. We implemented two outcome measures, an explicit
rating of perceived intensity after pain relief or increase, and a behavioral measure of perceptual
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Figure 1. Time line of one trial with active decision-making (test trials) of the wheel of fortune game. Experimental pain was implemented using contact
heat stimulation on capsaicin sensitized skin on the forearm. In each trial, the temperature increased from a baseline of 30 °C to a predetermined
moderately painful stimulation intensity perceived as moderately painful. In each testing session, one of the two colors (pink and blue) of the wheel was
associated with a higher chance to win pain relief (counterbalanced across subjects and drug conditions). Pain relief (win) as outcome of the wheel of
fortune game (depicted in green) and, pain increase (loss; depicted in red) were implemented as phasic changes in stimulation intensity offsetting from
the tonic painful stimulation. Based on a probabilistic reward schedule for these outcomes, participants could learn which color was associated with a
better chance to win pain relief. In passive control trials and neutral trials participants did not play the game but had to press a black button after which
the wheel started spinning and landed on a random position with no pointer on the wheel. Trials with active decision-making were matched by passive
control trials without decision making but the same nociceptive input (control trials), resulting in the same number of pain increase and pain decrease
trials as in the active condition. In neutral trials the temperature did not change during the outcome interval of the wheel. Two outcome measures

were implemented in all trial types: () after the phasic changes during the outcome phase participants rated the perceived momentary intensity of the
stimulation on a visual analogue scale ('VAS intensity’); (ii) after this rating, participants had to adjust the temperature to match the sensation they had
memorized at the beginning of the trial, i.e. the initial perception of the tonic stimulation intensity (‘self-adjustment of temperature’). This perceptual
discrimination task served as a behavioral assessment of pain sensitization and habituation across the course of one trial. One trial lasted approximately
30 s, phasic offsets occurred after approximately 10 s of tonic pain stimulation. Adapted from Becker et al., 2015. Figure 1 is reproduced from Figure 1
in Becker et al., 2015.

sensitization or habituation to the underlying tonic stimulation within each trial of the game (see
Figure 1). The effects of controllability on pain perception were tested in separate linear mixed
effects models predicting the outcome measures by the outcome condition, the trial type (active test
trials vs. passive control trials), and their interaction in each drug condition. Comparing the effects
of active versus passive trials between the pain relief and the pain increase condition (interaction
‘outcome x trial type’) allowed also to test for unspecific effects of arousal and/or distraction: if the
effects seen in the active compared to the passive condition were due to such unspecific effects then
actively engaging in the game should equally affect pain in both, win and lose trials. In contrast, if
the effects were due to increased controllability then we expected to see pain inhibition in win trials
but equal or increased pain perception in lose trials. We used post-hoc comparisons to test direction
and significance of differences in either outcome condition and report standardized effect sizes (d) for
these differences. Note that all reported effect sizes account for random variation within the sample,
providing an estimate for the underlying population; due to considerable variance between partici-
pants in the present study, this resulted in comparatively small effect sizes.

Ratings of perceived pain

Replicating previous results, in the placebo (i.e. non-drug) condition participants rated the thermal
stimulation as less intense after actively winning pain relief compared to the passive control condi-
tion, as rated on visual analogue scales (VAS) from 'no sensation’ (0) over ‘just painful’ (100) to ‘most
intense pain tolerable’ (200). Furthermore, participants also rated the stimulation as more intense
after actively losing compared to the passive control condition (Figure 2A,; interaction ‘outcome X
trial type’, F(1,1040)=64.14, p<0.001; pairwise comparisons: win: test vs. control p<0.001, standard-
ized effect size d=0.16; lose: test vs. control, p<0.001, d=0.27). This shows that perception of both
relief and pain are enhanced by active (instrumental) controllability, as hypothesized.
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Figure 2. Effects of active versus passive condition after pain relief and pain increase in each drug condition. Means (bars) and 95% confidence
intervals of means (error bars) for VAS pain intensity ratings (A, B, C) and behaviorally assessed pain perception (D, E, F; within-trial sensitization in pain
perception in °C) for each drug session (placebo: n=28, levodopa: n=27, naltrexone: n=28). d indicates the standardized effect size after controlling for
random effects and residual variance. ** p<0.01, *** p<0.001, for post-hoc comparisons of test versus control trials.

The online version of this article includes the following figure supplement(s) for figure 2:

Figure supplement 1. Individual level effects of active versus passive condition after pain relief and pain increase in each drug condition.

Behaviorally assessed pain perception

In addition to the VAS ratings, participants performed a validated perceptual task (Becker et al., 2011,
Kleinbéhl et al., 1999) allowing to assess perception of the underlying tonic pain stimulus, which is
specifically sensitive to perceptual sensitization and habituation. In this procedure, participants re-ad-
just the stimulation temperature themselves after the outcome of the wheel of fortune to match
their perception at the beginning of each trial. Positive values (i.e. lower self-adjusted temperatures
compared to the stimulation intensity at the beginning of the trial) indicate perceptual sensitization
across the course of one trial of the game, negative values indicate habituation. For tonic stimulation
at intensities that are perceived as painful, perceptual sensitization is expected to occur (Kleinbéhl
et al., 1999). Differences between the outcome conditions (win, lose) reflect the effect of the phasic
changes on the perception of the underlying tonic stimulus. Differences between active and passive
trials reflect the effect of controllability on the perception within each outcome condition. In contrast
to the VAS ratings, behaviorally assessed pain perception did not significantly differ between test
and control trials after winning as well as after losing in the placebo condition (Figure 2D; interaction
‘outcome X trial type’, F(1, 1040)=2.53, p=0.112).
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Levodopa increases endogenous pain modulation by active relief with
no significant effects of naltrexone on the modulation

We next examined whether endogenous modulation of pain perception within the wheel of fortune
game was affected by a levodopa and naltrexone.

Manipulation check: successful blinding of drug conditions

After the intake of levodopa, one participant reported a weak feeling of nausea and headaches at the
end of the experimental session. In 32 out of 83 experimental sessions subjects reported tiredness
at the end of the session. However, the frequency did not significantly differ between the three drug
conditions (x2 (2)=2.17, p=0.337) or between the placebo condition compared to the levodopa and
naltrexone condition (X2 (1)=1.06, p=0.304). No other side effects were reported. To ensure that
participants were kept blinded throughout the testing, they were asked to report at the end of each
testing session whether they thought they received levodopa, naltrexone, placebo, or did not know.
In 43 out of 83 sessions that were included in the analysis (52%), participants reported that they
did not know which drug they received. In 12 out of 28 sessions (43%), participants were correct in
assuming that they had ingested the placebo, in 6 out of 27 sessions (22%) levodopa, and in 2 out
of 28 sessions (7%) naltrexone. The amount of correct assumptions differed between the drug condi-
tions (x2 (2)=7.70, p=0.021). However, post-hoc tests revealed that neither in the levodopa nor in
the naltrexone condition participants guessed the correct pharmacological manipulation significantly
above chance level (p’s>0.997) and the amount of correct assumptions did not differ significantly
between placebo compared to levodopa and naltrexone sessions on the other hand ()(2 (1)=0.11,
p=0.737), suggesting that the blinding was successful.

Effects of pharmacological manipulations on endogenous modulation
by active controllability

We next examined whether endogenous modulation of pain perception within the wheel of fortune
game was affected by a levodopa and naltrexone. In addition to the models testing effects of control-
lability on pain perception within each drug condition, we calculated pain modulation in test trials
for both outcome measures as the difference of each test trial to the mean of control trials for the
respective outcome condition for each participant. We fitted linear mixed effects models to predict
pain modulation by drug condition, outcome, and their interaction. As an additional covariate of
no interest we included session order (and respective interaction effects) in these models, as the
temporal order of sessions (independent of the order of the application of the drugs) was found to
have a differential effect on win and lose outcomes (see Figure 3—figure supplement 1).

Ratings of perceived pain
As in the placebo condition, participants rated the thermal stimulation as significantly less intense
after active relief winning in the wheel of fortune task, and as significantly more intense after receiving
phasic pain increases (‘losing’) compared to the respective passive control condition under levodopa
(pairwise comparisons: win: test vs. control p<0.001, d=0.31; lose: test vs. control, p<0.001, d=0.32;
Figure 2B) as well as naltrexone (pairwise comparisons: win: test vs. control p<0.001, d=0.22; lose:
test vs. control, p<0.001, d=0.27; Figure 2C).

Moreover, the effect of active relief or increases on pain modulation was differentially modulated
by the drugs (Table 1; interaction ‘drug x outcome’, F(2, 1587.30)=4.52, p=0.011). Specifically, the

Table 1. Means and standard deviation of means for pain modulation in VAS ratings of perceived intensity and the behaviorally
assessed pain perception (negative values indicate pain inhibition; positive values indicate pain facilitation).

Pain modulation in VAS ratings of pain intensity

Pain modulation in behavioral measure (°C)

placebo levodopa naltrexone placebo levodopa naltrexone
n=28 n=27 n=28 n=28 n=27 n=28
Outcome M SD M SD M SD M SD M SD M SD
win -7.31 21.51 -12.98 23.54 -10.09 23.79 -0.09 0.64 -0.14 0.66 -0.05 0.74
lose 12.21 21.12 13.29 20.48 12.26 22.27 0.03 0.59 0.03 0.54 0.06 0.68
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Figure 3. Effects of drug manipulation on endogenous pain modulation. Effects of drug manipulation on endogenous pain modulation assessed by

VAS ratings of pain intensity (A) and behaviorally assessed pain perception (B) after winning and losing in the wheel of fortune game, respectively
(placebo: n=28, levodopa: n=27, naltrexone: n=28). Bars show group level means and error bars show 95% confidence interval of the group level mean.
d indicates the standardized effect-size after controlling for random effects and residual variance. While the temporal order of sessions did affect pain
modulation (Figure 3—figure supplement 1), measures of pain sensitivity, that were not experimentally manipulated (Figure 3—figure supplement
2), and measures of mood (Figure 3—figure supplement 3) did not significantly differ between drug conditions. For individual effects of the drug
manipulations on endogenous pain modulation see Figure 3—figure supplement 4.

The online version of this article includes the following figure supplement(s) for figure 3:

Figure supplement 1. Effects of temporal order of sessions on endogenous modulation.

Figure supplement 2. Baseline pain sensitivity and neutral condition of the wheel of fortune task.

Figure supplement 3. Mood ratings.

Figure supplement 4. Individual level effects of drug manipulations on endogenous modulation.

effect of active relief on perception was significantly larger in the levodopa condition compared to
the placebo condition (post-hoc comparison p=0.007, d=0.23; Figure 3A). No significant difference
was found for the naltrexone compared to the placebo condition (p=0.252, d=0.12). Endogenous
modulation did not significantly differ between the levodopa and the naltrexone condition (p=0.368,
d=0.11). Endogenous pain facilitation induced by actively receiving pain increases assessed with VAS
ratings did not significantly differ between any drug conditions (all post-hoc comparisons p’s>0.591).

Behaviorally assessed pain perception

In contrast to the placebo condition, participants showed significantly less behaviorally assessed
sensitization in active compared to passive trials when obtaining pain relief under levodopa (pairwise
comparison test vs. control: p=0.020, d=0.11; Figure 2E) consistent with an extension of pain-inhibitory
effects of winning pain relief through to the underlying tonic pain stimulus. Under naltrexone, test and
control trials did not significantly differ in the behaviorally assessed pain perception (Figure 2F) as
for the placebo condition. Across drugs, behaviorally assessed pain modulation did not significantly
differ between placebo, levodopa, and naltrexone (interaction ‘drug x outcome’: F(2, 1592.73)=1. 87,
p=0.154; Figure 3B).

Levodopa and naltrexone influence relief reinforcement learning in the
wheel of fortune task

To investigate whether pain relief gained in active relief seeking was associated with an impact on
choice related to reinforcement learning, one of the 2 choices in the wheel of fortune was associated
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with a fixed 75% chance of winning pain relief (choicep;gp, prop While the other choice only had a 25%
chance to win pain relief (choicejoy, prop). Participants were not informed of these probabilities in
advance. We tested if the proportion of choices of the more rewarding option was higher in the last
two out of five blocks of four test trials each of the game, when the subjects already had the chance
to explore and learn the different outcome probabilities.

Participants selected the color of the wheel of fortune associated with a higher likelihood for
winning relief in 64% (SD = 28%) of trials in the placebo condition, consistent with a reinforcement
learning effect. Thus, participants chose the color associated with the higher likelihood for winning
above chance (x %(1)=6.64, p=0.010) on a group level, indicating successful learning.

However, participants’ performance significantly differed between the placebo and the drug condi-
tions (main effect of ‘drug’: x? (2) = 11.89, p=0.003). In contrast to the placebo condition (post-hoc
comparison p<0.001), under levodopa and under naltrexone participants’ choices did not significantly
differ from chance (post-hoc comparisons p’s>0.759). Correspondingly, post-hoc comparisons show
that choice behavior significantly differed in the placebo compared to the levodopa condition (p=0.015)
and compared to the naltrexone condition (post-hoc comparison p=0.004), while choices did not
significantly differ between levodopa and naltrexone (post-hoc comparison p=0.915; Figure 4). This
shows that both, dopamine and opioids, may have an influence on relief-related learning and choice.

In an additional exit interview at the end of each session, participants were asked whether they
believed that one color of the wheel was associated with a higher chance of winning pain relief. The
proportion of participants who reported this color correctly was not above chance (binomial test:
p's>0.5; placebo: 50%, levodopa: 37%, naltrexone: 39.3%). Nevertheless, participants’ belief whether
one color of the wheel of fortune task was associated with a higher chance of winning or not signifi-
cantly influenced their choices (p<0.001) and this influence on choices, and thus on learning, depended
on the drug condition (interaction ‘drug x belief: F(2) = 6.91, p=0.032). Group effects of successful
learning, i.e. selecting the color with a higher chance of winning, were driven by participants who were
able to report this association (p (choicepigh problcorrect belief) = 0.737, p (choicepigh proplfalse or no belief)
= 0.545; post-hoc comparison: p=0.007) under placebo and naltrexone (p’s<0.001) but not under
levodopa (p=0.922). This suggests that successful decision-making was associated with contingency
awareness in our task. However, the current data does not allow a conclusion on whether this contin-
gency awareness was a prerequisite for or a consequence of successful learning here.

1.001
OR=19*

OR=1.75"*

@ naltrexone

a
[<}

s drug condition
<

2 I placebo

3 B levodopa
s]

=

o

placebo levodopa naltrexone

Figure 4. Proportion of choices of the color associated with a higher chance of winning pain relief. Bars show
group level means and error bars show 95% confidence interval of the group level mean (placebo: n=28, levodopa:
n=27, naltrexone: n=28). OR indicates odds ratios as effect size of estimated effects between drugs. *p<0.05, **
p<0.01.

The online version of this article includes the following figure supplement(s) for figure 4:

Figure supplement 1. Individual level effects of drug manipulations on choice behavior.
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Unpredictability and endogenous pain modulation

We next tested whether outcome unpredictability, indicated by reward prediction errors of winning
(pain relief) and losing (pain increase) in the game, was associated with endogenous pain modula-
tion, and whether this association differed between drugs. Using hierarchical Bayesian modeling, we
fit reinforcement learning models that captured the update of expected values for choice through
outcomes of the wheel of fortune (Glimcher, 2011), with a drift diffusion process as the choice rule to
participants’ choice and reaction time data. The best predictive accuracy was found for model 4 that
used an individually scaled outcome sensitivity, and a sigmoid function to map expected values for
the two choices to the drift rate of the diffusion process (Table 2; see Materials nd methods, section
Estimation of prediction errors and their role in endogenous pain modulation for details on parame-
trization of reward learning models).

Posterior predictive simulations from the best-fitting model appropriately describe the observed
choices (Figure 5). However, none of the model parameters could exclusively explain the differences
between levodopa and naltrexone compared to placebo: the 95% highest density intervals (HDI) for
the difference between all group level parameters of the drug effect enclosed zero (see Figure 5—
figure supplement 1).

Prediction errors estimated by using subject level parameters of the model showed a signifi-
cant main effect for the prediction of endogenous pain modulation indicated by VAS ratings (F(1,
1600.3)=452.9, p<0.001). A negative estimate of the prediction error (Bpg = —0.36) indicates that
outcomes that are better than expected (positive prediction errors, which occur when receiving relief)
were related to increased relief perception (pain inhibition). Conversely outcomes that are worse than
expected (negative prediction errors, occurring with pain increases) were associated with increased
pain facilitation (Figure 6). In other words, the more unexpected the relief, the greater the perception
of that relief; and the more unexpected the pain increase, the greater the perception of that pain.

40

30
2
5 drug condition
° placebo
S 20 1 M levodopa
% naltrexone
o
o

104

0 .
0.45 0.50 0.55 0.60 0.65
proportion of choices

Figure 5. Posterior distributions of the proportion of choices in favor of choicepigh prop- Colored areas show 95%
highest density interval (HDly). Dashed lines indicate observed proportion of choices in favor of choicepig prob -
Placebo (n=28): p (choicehigh pmb) =0.641, HDlys = [0.614,0.655], posterior (p-value (pp)=0.320); levodopa (n=27):
p (choicepigh prop) = 0.507, HDlys = [0.491,0.530], p=0.679; naltrexone (n=28): p (choicepigh prob) = 0.467, HDIss =
[0.443,0.494], p=0.611. Figure 5—figure supplement 1 shows comparison of drug conditions for each parameter
of winning model 4.

The online version of this article includes the following figure supplement(s) for figure 5:

Figure supplement 1. Differences of the posterior distributions of group level parameters for the main effect of
drug in model 4.
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Table 2. Model comparison.
Models are ordered by their expected log pointwise predictive density (ELPD). ELPD4: difference to
the ELPD of winning model 4. se(ELPDgg): standard error of the difference in ELPD.

Model ELPD ELPD, se(ELPD,;;)
Model 4 -837.71 0 0

Model 3 -845.44 -7.73 1.51
Model 2 -997.33 -159.62 15.77
Model 1 -998.33 ~160.62 15.95

The effect of prediction errors on pain modulation showed a significant interaction with the drug
condition (F(2, 1599.5)=7.529, p<0.001). Post-hoc analysis confirmed that the negative linear relation-
ship significantly differed from zero for all conditions (p’s<0.001), but this relationship was significantly
stronger for levodopa compared to placebo (p<0.001) with no significant differences for naltrexone
compared to placebo (p=0.083). Overall, this shows that relief is enhanced to unpredictability, and this
effect is sensitive to dopamine.

Estimated prediction errors also showed a significant main effect for the prediction of behavior-
ally assessed pain modulation (F(1, 1602.1)=9.00, p=0.003), with a negative estimate (8pr = -0.06)
suggesting that sensitization decreased with smaller prediction errors. No significant interaction with
of prediction error with drug conditions was found for behaviorally assessed pain perception (interac-
tion ‘PE x drug”: F(2, 1600.1)=0.96, p=0.384).

Novelty seeking is linearly associated with increased endogenous pain
modulation by pain relief under levodopa

Previous data suggest that endogenous pain inhibition induced by actively winning pain relief is asso-
ciated with a novelty seeking personality trait: greater individual novelty seeking is associated with
greater relief perception (pain inhibition) induced by winning pain relief (Becker et al., 2015). Similar
to these results, we found here that endogenous pain modulation, assessed using self-reported pain
intensity, induced by winning was associated with participants’ scores on novelty seeking in the NISS

100
C
i}
5]
=
8
IS drug condition
£ — placebo
Q - levodopa
2 ~ naltrexone
©
9]
<
>

-100

6 -3 0 3 6 6 -3 0 3 6 6 -3 0 3 6
prediction error

Figure 6. Pain modulation in VAS ratings predicted by prediction errors for each condition. Regression lines
indicate prediction from the mixed effects model with predictors ‘PE’, ‘drug’, and their interaction (placebo: n=28,
levodopa: n=27, naltrexone: n=28).
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questionnaire (Need Inventory of Sensation Seeking; Roth and Hammelstein, 2012; subscale 'need
for stimulation’ (NS)), although this correlation failed to reach statistical significance after correction
for multiple comparisons using Bonferroni-Holm method (r=-0.412, p=0.073). A similar association
between novelty seeking and endogenous pain modulation was found in the levodopa condition (r=—
0.551, p=0.013). More importantly, the higher a participants’ novelty seeking score in the NISS ques-
tionnaire, the greater the levodopa-related endogenous pain modulation when winning compared to
placebo (NISS NS: r=-0.483, p=0.034, Figure 7). In contrast, higher novelty seeking scores were not
correlated with stronger pain modulation induced by winning in the naltrexone condition (r=0.153,
p=0.381) and the naltrexone induced change in pain modulation showed no significant associa-
tion with novelty seeking (r=0.239, p=0.499). Pain modulation after losing was not associated with
novelty seeking in placebo (r=0.083, p=0.866), levodopa (r=-0.164, p=0.783), or naltrexone (r=0.405,
p=0.133).

No significant correlations with NISS novelty seeking score were found for behaviorally assessed
pain modulation in the placebo, levodopa and naltrexone conditions during pain relief or pain increase
(Ir]’s<0.35, p's>0.238). Similarly, the difference in pain modulation during pain relief or pain increase
between the levodopa and the placebo condition and between the naltrexone and the placebo condi-
tion did also not correlate with novelty seeking (|r]'s<0.22, p’s>0.576).

Discussion
The results show that (i) the perception of relief is sensitive to endogenous modulation during moti-
vated behavior, (i) this modulation scales with the informational content of the relief, being enhanced
when relief is actively controllable, more unexpected, and especially in high trait novelty seeking indi-
viduals, (iii) this information-specific modulation is sensitive to manipulation of dopamine signaling,
with no significant effects of the manipulation of opioidergic signaling on endogenous modulation; (iv)
however, both dopaminergic and opioidergic signaling have an influence on relief-seeking, which may
be at least in part dissociable from relief perception. Overall, this shows that dopaminergic signaling
is involved in a fundamental component of the endogenous modulation of pain relief.

Theories of the endogenous modulation of pain propose that one of the reasons that pain is modu-
lated is to optimize motivational behavior, in terms of responding, learning, and decision-making

104

-10 1

-20 1

VAS rating pain modulation levodopa > placebo

r=-0.483, p =0.034

20 30 40 50
NISS NS

Figure 7. Correlation of changes in endogenous pain modulation induced by winning pain relief under levodopa
compared to placebo with individuals’ scores on the ‘need for stimulation’ subscale of the NISS questionnaire,
n=24.
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(Fields, 2018; Seymour, 2019). That is, pain is increased in situations in which it has a more important
role in shaping behavior - for instance when it directs a change in behavior (instrumentally control-
lable), when it is partly unpredictable (i.e. contains new information), and in otherwise dangerous
contexts. This theory centralizes the functional role of pain as a signal for behavioral control that is
concerned with the prospective control of behavior. In principle, this can be extended as a potential
account for the modulation of relief, because the offset of pain is also important as a control signal
for guiding behavior, one which occurs in the context of an ongoing noxious event, such as an injury
of some sort (Zhang et al., 2018). We have previously found preliminary evidence of this, by showing
that relief perception is enhanced by active controllability (Becker et al., 2015). Here, we intended
to test this more precisely, by looking at the role of controllability as well as unpredictability, and also
compare to the modulation of phasic increases in tonic pain.

We also set an additional prediction, in that we expected to find that modulation by information
content would be greater in novelty-seeking individuals (Becker et al., 2015). This is because novelty
seeking describes an explicit information-seeking tendency, in which new information is explored with
the potential to lead to knowledge of better outcomes that can be exploited in the future (Wittmann
et al., 2008). This illustrates the common basis for intrinsic motivation for novelty and information-
seeking for exploitable benefit, and hence we can predict that high trait novelty seekers might be
more sensitive to information that occurs through relief outcomes.

Overall, all three predictions were largely borne out by the data: relief perception as measured by
VAS ratings was enhanced by controllability, unpredictability and showed a medium sized - although
not significant — association with the individual novelty-seeking tendency, consistent with the hypoth-
esis that relief is sensitive to the exploitable information it carries. This provides the first clear formal
framework for understanding a key component of relief perception. The principles for controllability
and unpredictability also extended to increases in pain, consistent with the notion that increases in
tonic pain act in a similar way to phasic pain operating from a pain-free baseline.

Effects of pharmacological manipulations on endogenous perceptual
modulation

Both dopamine and opioids are implicated in relief processing, although their precise roles remain
unclear. We found endogenous relief modulation here was modulated by enhanced dopamine avail-
ability induced by the intake of levodopa. Importantly, all three core aspects of informational-sensitivity
were modulated by levodopa: active controllability, unpredictability, and association with novelty
seeking. These findings also illustrate potential parallels with the previous observation of endoge-
nous pain inhibition by extrinsic monetary reward co-occurring with experimental pain (Becker et al.,
2013). In this context, monetary reward represents an independent and potentially competing incen-
tive, and when this co-occurs with pain, it means that optimal responding may require suppression of
pain responses, especially innate responses that could interfere with reward acquisition. In both cases,
the common principle may be the active ‘decision’ by the pain system to tune incoming pain signals to
optimize behavior. Levodopa significantly strengthened the association of endogenous modulation of
the perception with the extent to which nociceptive input was unpredictable or surprising, suggesting
that dopamine is involved in a fine-grained perceptual modulation that may help to control imme-
diate reactions to pain related cues as well as to optimize prospective behavior. Moreover, our results
support the view that effects of dopamine on pain perception are not unidirectional but depend on
the motivational and the informational value of nociceptive signals. Note that the personality trait of
novelty seeking has also been associated with enhanced dopaminergic activity due to lower midbrain
(auto)receptor availability (Leyton et al., 2002; Savage et al., 2014; Zald et al., 2008), which further
supports a general role for dopamine in information-sensitive behavior (Kakade and Dayan, 2002,
Vellani et al., 2020).

The role of dopamine in pain relief in the context of reinforcement is supported by findings of
increased dopamine release induced by pain relief in the Nucleus accumbens of rats (Navratilova
et al., 2012; Xie et al., 2014). Dopamine release was related to the development of conditioned
place preference that could be blocked by dopamine antagonists (Navratilova et al., 2012). Further,
Navratilova et al., 2015b showed that dopamine release in the Nucleus accumbens and conditioned
place preference in response to pain relief depend on opioidergic signaling: both were blocked by
opioid antagonism in the anterior cingulate cortex, an area encoding pain aversiveness.
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In contrast to our hypothesis, pharmacologically blocking opioid receptors using naltrexone did
not reduce modulation endogenous pain inhibition in this task. The doses and methods used here
are comparable to those used in other contexts which have identified opioidergic effects. Using posi-
tron emission tomography Weerts et al., 2013 found a blockage of p-opioid receptors of more than
90% by 50 mg of naltrexone (p.o.) in humans given repeatedly over 4 days. In addition, effects on
behavioral functions have been reported with comparable doses that support the efficacy of the opioi-
dergic manipulation. Chelnokova et al., 2014 found attenuating effects of 50 mg naltrexone (p.o.) on
wanting as well as liking of social rewards, implicating the involvement of endogenous opioids in the
processing of rewarding stimuli. The same dose was also found to attenuate reward directed effort
exerted in a value-based decision-making task (Eikemo et al., 2017). Moreover, 50 mg of naltrexone
(p.0.) have been shown to reduce endogenous pain inhibition induced by conditioned pain modula-
tion (King et al., 2013). Thus, based on the literature we assume that the opioidergic manipulation
was effective in this study, although we do not have a direct manipulation check of this pharmaco-
logical manipulation. Despite its effectiveness in blocking endogenous opioid receptors, the effect of
naltrexone on reward responses was found to be small (Rabiner et al., 2011). Hence, a lack of power
may have limited our chances to find such effects in the present study.

In humans, Sirucek et al., 2021 showed that perception of passively received pain relief was reduced
by blocking of opioid receptors. However, in that task, received pain relief did not carry behaviorally
relevant information, in contrast to the present task. Further, Sirucek et al., 2021 asked participants
to rate the perceived pain relief and its pleasantness, while in the current study participants were
asked to rate perceived intensity of the stimulation at certain time points in each trial. Perceived pain
relief was therefore estimated indirectly by differences in these ratings. Increased opioid activity in the
anterior cingulate cortex has been shown to be associated with selectively decreased pain aversive-
ness with unaltered sensory pain components (Gomtsian et al., 2019; Maruyama et al., 2018; Navra-
tilova et al., 2015b). In contrast, the present study aimed at quantifying the effect of controllability
on the relief perception, with these methods possibly not capturing the effects of opioid blockade
on positive affective quality components of the relief experience. Future studies need to address the
question whether the affective dimension of enhanced relief perception by rewarding pain relief may
be reduced by opioid blockade with the sensory component possibly being unaffected.

Although we did not assess the affective component of the relief experience, we implemented
two outcome measures that are assumed to capture independent aspects of the pain experience:
VAS ratings indicate perception of phasic changes (outcomes), while the behavioral measure indi-
cates perceptual within-trial sensitization or habituation in response to the tonic stimulation within
each trial. We found enhanced endogenous modulation by controllability and unpredictability in VAS
ratings, in line with the view that endogenous modulation enhances behaviorally relevant information.
In contrast, the within-trial sensitization did not differ between the active and passive conditions under
placebo. In a previous study using a similar experimental paradigm Becker et al., 2015 found a reduc-
tion of within-trial sensitization after pain relief outcomes by active controllability. Compared to this
study we implemented smaller changes in stimulation intensity as outcomes in the wheel of fortune
(=3 °C vs =7 °C for pain relief), potentially explaining the differential results.

Effects of pharmacological manipulations on relief-seeking behavior

One key difference in the current version of the wheel of fortune task, compared to the previous
version described in Becker et al., 2015, is that participants’ choices had a non-random associa-
tion with outcomes that is this was a true instrumental (operant) contingency between actions and
outcomes. This allowed us to assess a basic measure of learning — whether subjects are able to
learn to select more frequently the option with the better (75% chance of relief) over worse (25%
chance of relief) outcome. That both levodopa and naltrexone conditions were associated with a
reduction of the frequency of choosing the better option, indicates that signals mediated by both
neurotransmitters may be involved in choice. However, the data argue against a simple transposi-
tion of experienced relief (measured by VAS) into decision value, which for a stationary task such
as this, should lead to more deterministic actions in the levodopa condition but no effect under
naltrexone compared to placebo. The association of explicit contingency awareness and choice in
our task illustrates the fact that multiple decision systems (‘model-based’ and ‘model-free’) might be
involved in even simple instrumental tasks, and hence that more sophisticated task manipulations
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are needed to decompose these different components (Langdon et al., 2018). However, our key
finding is that there is at least a simple dissociation between the drug effects on experienced relief
and decision-making.

Such dissociation may be due to differential involvement of dopamine and endogenous opioids in
different yet interacting aspects of reward and punishment processing. Dopamine has been related
to instrumental learning due to its prominent role in mediating reward and aversive prediction
errors (Glimcher, 2011; Matsumoto and Hikosaka, 2009; Schultz, 2007; Schultz, 2016). Corre-
spondingly, effects of dopaminergic modulation on value-based decision making and brain activity
related to reward prediction errors in the Nucleus accumbens have been reported (Pessiglione
et al., 2006). On the other hand, impaired learning functions under dopaminergic medication are
known from research in Parkinson’s disease (Breitenstein et al., 2006; Pizzagalli et al., 2008;
Santesso et al., 2009; Vo et al., 2016) and have been attributed to dopamine overstimulation
(Cools et al., 2001; Vaillancourt et al., 2013). Others argued that dopamine overstimulation does
not impair learning of associations or reward expectations, but only the transfer to overt actions
(choice behavior; Beeler, 2012; Beeler et al., 2010). Accordingly, Kroemer et al., 2019 found
reduced model-free control of choice behavior under levodopa (i.e. a decrease in direct reinforce-
ment of actions by rewards) while both, neural reward prediction error signals and also model-
based learning remained unaffected. Given the involvement of multiple decision systems in our task
increased dopamine availability might have led to increased explorative behavior. When exploration
is favored over exploitation choice behavior is less driven by values learned from the prior reward
history. At the same time, dopamine has also been implicated in motivational aspects (incentive
salience) of reward processing (Berridge et al., 2009, Smith et al., 2011, Tindell et al., 2005).
Hence, dopamine may have increased motivational drive and related facilitation of pain modulation
in the present task, while at the same time increased dopamine availability may have reduced the
expression of prior reward learning (Beeler, 2012). Opioids have been related to both, incentive
salience and the hedonic value of rewards (Berridge et al., 2009; Meier et al., 2021). In humans,
bidirectional manipulations have shown that opioid agonism increases while opioid antagonism
decreases "wanting” (i.e. incentive salience) as well as “liking” of attractive faces (Chelnokova
et al., 2014). The same mechanism was also shown for the effort to work for and the response bias
for higher monetary rewards indicating that opioid manipulations affect motivation but also choice
behavior (Eikemo et al., 2017). These findings suggest that inhibition of opioidergic activity by
blocking endogenous opioid receptors could impair reward processing (independent of effects of
endogenous opioids on pain modulation), and hence, explain why participants did not develop a
preference for the choice option that was associated with a higher chance to win pain relief under
naltrexone in the present task.

Implication and perspectives

Because the mechanisms underlying learning from pain and pain relief and their recursive influence on
pain perception may contribute to the development and maintenance of chronic pain, it is crucial to
better understand the roles of dopamine and endogenous opioids in these mechanisms. Accordingly,
bidirectional manipulations of both transmitter systems should be used in future studies to better
characterize their respective roles in shaping behavior and perception.

The data may have clinical implications. Reward learning has recently been shown to play a role
in the transition of acute to chronic pain with a specific pattern of Nucleus accumbens activity in
response to a cue predicting pain relief being predictive for chronification (Léffler et al., 2022). This
makes pain relief processing a potential leverage point for prevention strategies. Although levodopa
or dopamine agonists are not generally used as analgesics in the clinical management of chronic pain,
it may be that they could have a potential adjuvant role in management programs, for example when
used in the context of rehabilitation strategies that aim to harness endogenous control mechanisms.
It is also worth noting that Parkinson’s disease has a well-recognized association with chronic pain,
beyond that which can be explained by motor effects, and in keeping with a potential core role for
dopamine in the pathogenesis of chronic pain in some contexts (Beiske et al., 2009).

In summary, our study shows that dopamine has a core role in pain relief information processing,
by which it modulates the way in which information tunes the modulation of pain to meet motivational
demands.
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Materials and methods

Participants

Thirty healthy volunteers (16 female, 14 male; age: mean = 27.1 years; SD = 7.9 years) participated
in this study. Exclusion criteria were present pain or pain conditions in the last 12 months, mental
disorders, excessive gambling, substance abuse behaviors, alcohol consumption of 100 ml or more
of alcohol per week, regular night shifts, or sleep disorders. The power estimation was based on the
design and the finding of a medium effect size in a previous study using a comparable version of
the wheel of fortune game without pharmacological interventions (Becker et al., 2015). The a priori
sample size calculation for an 80% chance to detect such an effect at a significance level of yielded
a sample size of 28 participants (estimation performed using GPower [Faul et al., 2007; version 3.1]
for a repeated-measures ANOVA with a three-level within-subject factor). The study was approved by
the Ethics Committee of the Medical Faculty Mannheim, Heidelberg University, and written informed
consent was obtained from all participants prior to participation according to the revised Declaration
of Helsinki (World Medical Association, 2013).

Testing sessions

Each participant performed three testing sessions on separate days. Each session comprised a phar-
macological intervention and a wheel of fortune game to assess modulation of reward-induced
endogenous pain modulation by the interventions. Participants received in one session levodopa
to transiently increase the availability of dopamine, in one session the opioid receptor antagonist
naltrexone to block opioid receptors, and in one session a placebo for control. To ensure complete
washout of the drugs, the testing sessions were separated by at least 2 days (plasma half-life for
levodopa: 1.4 hrs Nyholm et al., 2012; plasma half-life for naltrexone: 8 hrs [Wall et al., 1981]). After
obtaining written consent in the first testing session, participants were familiarized with the thermal
stimuli, the rating scale, and the wheel of fortune game to decrease unspecific effects of novelty and
saliency. In each testing session, the thresholding and scaling procedures for individual adjustments of
the stimulation intensities started approximately 60 min after drug intake and were performed imme-
diately prior to playing the wheel of fortune game.

Thermal stimulation

All heat stimuli were applied using a 25x50 mm contact thermode (SENSELab—MSA Thermotest,
SOMEDIC Sales AB, Sweden). The baseline temperature was set to 30 °C. Rise and fall rates of the
temperature were set to 5 °C/s. All thermal stimuli were applied to the inner forearm of participants’
non-dominant hand after sensitization of the skin using 0.075% topical capsaicin cream to allow for
potent pain relief as reward and pain increase as punishment without the risk of skin damage (Becker
et al., 2015; Gandhi et al., 2013). By activating temperature-dependent TRPV1 (vanilloid transient
receptor potential 1) ion channels capsaicin as the active ingredient of chili pepper induces heat
sensitization (Holzer, 1991). To ensure that the entire area of thermal stimulation during the wheel
of fortune game was sensitized the cream was applied to an area on the forearm exceeding the area
of stimulation by about 1 cm on each side. After 20 min, the capsaicin cream was removed (Dirks
et al., 2003; Gandhi et al., 2013) and the thermode was applied. If participants reported the baseline
temperature of the thermode (30 °C) as painful because of the preceding sensitization this tempera-
ture was lowered until it was perceived as non-painful, which was needed in 8 out of 83 sessions
(3 placebo sessions, 1 levodopa session, and 4 naltrexone sessions) that were finally entered into
the analysis (see below). The temperature was decreased to 28 °C (1 placebo session, 4 naltrexone
sessions) or 26 °C (1 placebo session, 1 levodopa session). The need to lower the baseline tempera-
ture was not significantly different between drug conditions (Fisher’s exact test, P=0.52).

Determination of stimulation intensities

Participants’ heat pain threshold and heat pain tolerance were assessed using the method of limits
three times prior to the wheel of fortune game. The temperature of the thermode increased from
baseline with 1 °C/s. Participants were instructed to press the left button of a three-button computer
mouse when the pain threshold was reached. The respective temperature was recorded while the
temperature further increased. Participants were instructed to press the button again when the pain
tolerance threshold was reached. The respective temperature was recorded and the temperature
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immediately returned to baseline. The arithmetic mean of the temperatures corresponding to the
recorded pain threshold and tolerance in the three trials was used as an estimate of the individual heat
pain threshold and heat pain tolerance, respectively.

After this threshold and tolerance assessment, an adjustment procedure resembling a staircase
method was implemented to determine the stimulation intensities in the wheel of fortune game.
Participants received heat stimuli of 20 s duration and continuously rated the perceived intensity of
these stimuli on a computerized visual analogue scale (VAS) ranging from 'no sensation’ (0) over ‘just
painful’ (100) to ‘most intense pain tolerable’ (200) (Becker et al., 2013; Villemure et al., 2003) while
the stimuli where presented. The VAS scale was presented on the screen with a red marker that could
be moved along the scale. Participants adjusted the position of the marker by pressing the right or
left mouse button. The marker moved into the respective direction until participants released the
button. The participants were instructed to adjust their rating whenever a change in their perception
occurred. Participants could adjust their ratings as long as the VAS scale was presented on the screen.
The temperature of the first trial was set to the mean of the previously determined pain threshold
and tolerance. If the rating at the end of the stimulation was outside a range of 150+10 on the VAS,
the temperature for the next trial was adjusted according to the difference to a target rating of 150.
This adjustment was determined by multiplying the difference (150 — current rating) by 0.02 and
adding the result in °C to the previous temperature. Further, temperature increases between trials
were limited to a maximum of 0.5 °C to avoid overshooting of ratings. The procedure was repeated
until a rating between 140 and 160 on the VAS was achieved, aiming at a temperature perceived as
moderately painful. The corresponding temperature was used as the stimulation intensity in the wheel
of fortune game.

Wheel of fortune game

A wheel of fortune game, adapted from a previously established version (Becker et al., 2015), was
used to provide participants with the possibility of winning pain relief. The game comprised three
types of trials: test trials, in which participants played the wheel of fortune game and received pain
relief or pain increases according to the outcome of the game; control trials, in which participants did
not play the game, but received pain relief or pain increases as in the test trials; and neutral trials, in
which participant did not play the game and no pain relief or pain increases were implemented. A trial
always started with an increase of the temperature to the previously determined tonic pain stimula-
tion intensity. When the stimulation intensity was reached, participants were instructed to memorize
the temperature perceived at this moment (Figure 1). After this memorization interval, participants
were presented with a wheel of fortune display that was divided into three sections of equal size but
different color.

In the test trials, participants were asked to select one of two colors (pink or blue) of the wheel by
pressing a corresponding button (left or right) on the mouse. This started the wheel spinning (4.3 s)
until it stopped on either the blue or pink section. When the wheel came to a stop and the pointer
of the wheel indicated the color the participant had chosen, the stimulation temperature decreased
with the aim to induce pain relief (win condition). If the pointer indicated the color the participant had
not chosen, the temperature was increased (lose condition). In the control trials, participants had to
press a black button unrelated to the sections of the wheel of fortune using the middle mouse button,
after which the wheel started spinning as in the test trials. In contrast to the test trials, no pointer was
displayed in the control trials and the wheel stopped at a random position. After the wheel came to a
stop, the stimulation temperature decreased or increased, resembling the course of stimulation in the
test trials, but without winning or losing. By this procedure, nociceptive input in test and control trials
was kept the same, allowing to test specifically for endogenous pain modulation induced by winning
and losing in the wheel of fortune game.

In neutral trials, participants had to press a black button, as in the control trials, after which the
wheel also started spinning. In these neutral trials, the pointer of the wheel always landed the third
color of the wheel (white), which could not be selected in test trials, and the stimulation temperature
did not change. Neutral trials were used to estimate changes in pain perception occurring over the
course of the experiment due to habituation or sensitization independent of the outcomes of the
wheel of fortune game.
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The participants were instructed that there were two types of trials: trials in which they could
choose a color to bet on the outcome of the wheel of fortune and trials in which they had no choice.
Specifically, they were told that in the first type of trials they could use the left and right mouse
button, respectively, to choose between the pink and blue section of the wheel of fortune. Partici-
pants were further instructed that if the wheel lands on the color they had chosen they will win, that
is that the stimulation temperature will decrease, while if the wheel lands on the other color, they will
lose, that is that the stimulation temperature will increase. For the second type of trials, participants
were instructed that they could not choose a color, but were to press a black button, and that after
the wheel stopped spinning the temperature would by chance either increase, decrease, or remain
constant.

After the interval of the temperature change (in the test trials: outcome of the wheel), participants
rated the perceived intensity of the current temperature using the same VAS as described above
(Figure 1). After this rating, participants had to adjust the stimulation temperature themselves to
match the temperature they had memorized at the beginning of the trial. This self-adjustment opera-
tionalizes a behavioral assessment of perceptual sensitization and habituation within one trial (Becker
etal., 2011; Becker et al., 2015; Kleinbéhl et al., 1999). Participants adjusted the temperature using
the left and right button of the mouse to increase and decrease the stimulation temperature. The
behavioral measure was calculated as the difference in temperatures in the memorization interval at
the beginning of each trial minus this self-adjusted temperature at the end of each the trial. Positive
values, that is self-adjusted temperatures lower than the stimulation intensity at the beginning of each
trial, indicate perceptual sensitization, while negative values indicate habituation. After this behavioral
assessment, the stimulation temperature went back to baseline and after a short break (5 s) the next
trial started.

In total, the wheel of fortune game comprised of 45 trials, split into five blocks. Each block consisted
of 4 test and 4 control trials followed by one neutral trial, resulting in 20 test trials in which partici-
pants chose a color, 20 control trials, and 5 neutral trials. Test and control trials were presented in a
predefined, pseudorandomized sequence. In contrast to the previous version of the wheel of fortune
(Becker et al., 2015), the outcome of the wheel occurred with certain likelihood to allow for learning
to optimize the outcomes of the wheel of fortune. One of the colors (pink or blue) was associated
with a 75% chance of winning, while the other was associated with a 25% chance of winning (coun-
terbalanced across participants and testing sessions). If participants did not select a color in the test
trials, the neutral outcome (white) of the wheel was displayed and the temperature did not change.
The temperature changes in the control trials (pain relief or increase) were matched to the outcomes
of the test trials to ensure that the same number of pain relief and pain increase trials were presented
in test and control trials.

Pain relief was implemented by a reduction of the stimulation intensity of 3 °C and pain increase
was implemented by a rise of 1 °C. The magnitude of these temperature steps was determined and
optimized in pilot experiments with the aim of inducing potent pain relief and pain increase without
inducing ceiling and floor effects.

Although the main focus of the study was to test different effects on pain relief as implemented
in win trials and their corresponding control trials with a decrease in nociceptive input, lose trials
and their complementing control trials were crucial to the experimental design. First, for playing
the game lose trials were an integral part because of the implemented likelihood for winning which
necessarily needs to be accompanied by the chance of losing. Additionally, the risk of losing was
thought to increase the participants’ engagement in the game, which in turn was expected to
enhance the motivated state induced by playing the wheel of fortune game. Second, they allowed
for testing whether pain modulation was driven by controllability or unspecific effects such as
arousal and distraction in test compared to control trials of the wheel of fortune game (Becker
et al., 2015).

All experimental procedures involving thermal stimulation were controlled by custom-programmed
Presentation scripts (Presentation software, Version 17.0, http://www.neurobs.com) providing instruc-
tions and other visual cues on a computer screen in front of the participants (code available at https://
osf.io/5xjt9).
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Pharmacological manipulations

Participants ingested in one testing session levodopa, in another naltrexone, and in another a placebo
(microcrystalline cellulose), following a double-blind, cross-over design with counterbalanced order.
Levodopa is an amino acid precursor of dopamine leading to a transient systemic increase of dopa-
mine availability. To inhibit peripheral synthesis of dopamine from levodopa, the single dose of 150 mg
levodopa (p.o.) was combined with 62.5 mg of a benserazide to prevent peripheral side effects such
as nausea (Rinne et al., 1975). Naltrexone is an opioid receptor antagonist with predominant receptor
binding affinity at p-opioid receptors together with a lower binding affinity at k-opioid receptors and
a much lower affinity at §-opioid receptors (Raynor et al., 1994). Participants received a single dose
of 50 mg naltrexone (p.o.) that has been shown to induce more than 90% receptor blockade (Weerts
et al., 2013).

After drug intake, a waiting period of one hour started. This waiting time was chosen based on
peak plasma concentrations of levodopa and naltrexone at approximately 1 hr to 1.5 hr after ingestion
(Nyholm et al., 2012; Wall et al., 1981). At the end of each testing session, participants indicated
whether they thought that they had received the placebo or one of the drugs (response alternatives:
‘placebo’, ‘levodopa’, ‘naltrexone’, or ‘don’t know’) to test for potential unblinding.

Questionnaire and exit interview

Novelty seeking as personality trait was assessed using the Need Inventory of Sensation Seeking
(NISS; Roth and Hammelstein, 2012). The NISS consists of the sub-scales Need for Stimulation (NS)
and Avoidance of Rest (AR). We used the NS subscale as a measure for novelty seeking as it reflects
the ‘need for novelty and intensity’ (Roth and Hammelstein, 2012). Before playing the wheel of
fortune game the affective state of subjects was assessed using computerized versions of the Self-
Assessment Manikin (SAM; Bradley and Lang, 1994; Lang, 1980) and a German version (Krohne
et al., 1996) of the Positive And Negative Affect Scale (PANAS; Watson et al., 1988). At the of
each session, an exit interview was performed, asking for the following information: (1) which drug
participants believed to have ingested; (2) if participants believed that choosing one of the two colors
was associated with a higher chance to win pain relief; (3) whether participants perceived a differ-
ence between test and control trials; (4) whether participants had the impression that the stimulation
temperature at the beginning of each trial varied across trials; (5) whether participants had problems
indicating their perception on the VAS scale; and (6) whether participants had problems readjusting
the initial temperature. Participants gave first yes/no answers and then were asked to specify their
answers using open-ended questions.

Statistical analysis

For the statistical analysis, two participants were excluded, one participant due to the failure to comply
with experimental procedures and one due to technical failure of the equipment. For one additional
participant, data of one session (levodopa) are missing due to drop-out. Thirty-two out of 3735 single
trials of all the remaining sessions were not recorded due to technical failures. In 42 trials, participants
did not press a button within the respective interval in the wheel of fortune game. These trials were
excluded from the analyses. Note that the NISS questionnaire was missing for two additional subjects
due to initial issues at the beginning of the data collection.

To test if blinding was successful we fit a mixed effects logistic regression with the subjects’ assump-
tion on the ingested drug (as reported in the exit interview, see above) being correct as dependent
variable. We used 'drug’ as a fixed factor and to account for repeated measures we modeled a random
intercept for each subject. Post-hoc general linear hypothesis tests were used to compare estimated
proportions of correct assumptions against chance.

To confirm that the manipulation of the motivated state (test vs. control trials) of the participants
by playing the wheel of fortune game did induce pain modulation as intended in each session, we
analyzed the VAS ratings and the behavioral pain measure as outcome measures separately for each
session with ‘trial type’ and ‘outcome’ as well as their interaction as fixed effects. Here, the interac-
tion effect indicates that active controllability in test trials has different effects for pain relief and pain
increase. We used post-hoc tests to confirm that pain intensity was lower in the test compared to the
control condition in win trials and equal or higher in the test compared to control condition in lose
trials. We used Bonferroni-Holm method for family-wise error correction of these post-hoc tests across
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drug conditions. To account for the repeated measures design, we modeled a random intercept for
each participant and a random slope for outcome of the wheel within each participant.

To obtain an estimate for endogenous pain modulation in each test trial, we subtracted the mean
value of all control trials of either the pain relief or the pain increase trials from the value of the winning
or losing test trials separately for each session for both the VAS ratings and the behavioral pain
measure. Using these differences, negative values indicate pain inhibition and positive values indicate
pain facilitation. Estimates for pain modulation were analyzed using linear mixed model procedures
with the fixed factors ‘drug’ (levodopa, naltrexone, placebo), ‘outcome’ (win, lose), ‘order’ of sessions
(1, 2, 3), and their interaction separately for ratings and behaviorally assessed pain perception as
dependent variables. The factor ‘session number’ was added to control for effects of temporal order
independent of the drug manipulation that was found to influence pain modulation (see Figure 3—
figure supplement 1). Other factors such as baseline pain perception or mood did not affect pain
modulation and were not included in further analysis. To account for the repeated measures design
we modeled a random intercept for each participant and a random slope for outcome within each
participant.

Unbeknown to the subjects, one of the colors in the wheel of fortune was associated with a higher
chance to win pain relief. To test whether participants learned to select this color from the imple-
mented reward contingencies we looked at choice behavior in the last 2 blocks of trials only. In this
latter phase of the task subjects already had the chance to explore differences in outcomes associated
with their choices and were thought show exploitation if they had learned about the contingency. We
fitted a mixed effects logistic regression with the subjects’ choices as dependent variable. For a single
session, we fit an intercept only model where the intercept represents the group level estimate for the
probability to choose the color associated with a higher chance of winning pain relief (choicepigh prob)-
Drug was used as an additional within-subject factor when testing for differences among levodopa,
naltrexone, and placebo. To account for repeated measures, we modeled a random intercept for each
subject. To assess the effect of the subjects’ belief about which color was associated with a higher
chance to win pain relief (as reported in the exit interview, see above) we added the factor ‘belief’
(either ‘correct belief’ or ‘false or no belief’) to this model.

To test whether endogenous pain modulation due to winning pain relief was related to participants’
personality trait of novelty seeking, pain modulation represented by the differences between test and
control trials in the wheel of fortune in VAS ratings and the behaviorally assessed pain perception
of the placebo and the levodopa condition were correlated with the NISS NS scores. To test further
whether increases in pain modulation induced by levodopa were associated with novelty seeking,
differences in pain modulation between the levodopa and placebo session were also correlated with
the NISS NS scores. Before calculating these correlations, multivariate outliers were tested using a
chi-square test on the squared Mahalanobis distance using an of 0.025 (Filzmoser, 2016), leading
to the exclusion of one value for the correlation with the difference of pain modulation between the
levodopa and placebo session.

The significance level was set to 5% for all analyses. All statistical analyses were performed using
statistical computing software R version 3.5.3 (R Development Core Team, 2019). Mixed model
analyses were performed using the Ime4 package (Bates et al., 2015). All linear mixed models were
estimated using restricted maximum likelihood. Kenward-Roger correction as implemented in the
ImerTest package (Kuznetsova et al., 2017) was used to calculate test statistics and degrees of
freedom to account for the sample size. For general linear mixed effects models Wald x? was calcu-
lated using car package (Fox and Weisberg, 2011). Post-hoc tests and effect sizes were calculated
on estimated marginal means using the emmeans package (Lenth, 2020) where appropriate. Effects
sizes were calculated by dividing the difference in marginal means by the pooled standard deviation
of the random effects and the residuals providing an estimate for the underlying population (Hedges,
2007). Tukey adjustment was used to account for multiple comparisons in post-hoc tests.

Estimation of prediction errors and their role in endogenous pain
modulation

To analyze how mechanisms of instrumental learning contribute to the observed choice behavior and
how this related to reward-induced pain modulation, we fitted reinforcement learning (RL) models to
participants’ choices in test trials of the wheel of fortune game. Such models were initially formulated
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for associative learning (Bush and Mosteller, 1951; Rescorla and Wagner, 1972) and adapted for
instrumental learning (Sutton and Barto, 1998). RL models assume that actions are chosen based
on the expected outcome. Learning is described as the adaptation of expectations based on experi-
ences. Thus, learning is driven by the discrepancy between a present expectation and the obtained
outcome, namely the prediction error. The speed of adaption of the expectation is described by
the learning rate, which defines the exponential decay of the influence of previous outcomes on the
currently present expectation. For trial-by-trial instrumental learning paradigms, the update of the
expectation of an outcome related to a given action (in the present study: choice in the wheel of
fortune) is operationalized by calculating the expected value Q of a choice as follows:

Ochoice.t+1 = Qchoice,t + 1 X O (1)

where Qpoice is the reward expectation for a given choice, ¢ denotes the trial, i is the learning
rate, and ¢; is the prediction error in trial 7. The learning rate n determines the speed of adaption;
the higher n the more is the expectation influenced by recent compared to former experiences. Since
updating of expectations has been shown to differ dependent on the sign of the prediction error
(Fontanesi et al., 2019, Gershman, 2015; Pedersen et al., 2017), we modeled independent learning
rates for positive (n+) and negative (_) prediction errors:

Qchoice, +1 = Qchoice,t + 1+ X 6, if6: >0 (2)
Qchoice, +1 = Qchoice,t + 17— X Ot lf(st <0 (3)

The prediction error as the difference between the actual and the expected outcome in trial t is
formulated as follows:

0t =Ri — Qchoice,t (4)

with R; as the outcome of the choice in trial z.

In the wheel of fortune game, outcomes were implemented as changes in stimulation intensities.
Accordingly, R; was positive (+1) for temperature decreases in win trials or negative (1) for tempera-
ture increases in lose trials. The formula shown above assumes a constant outcome sensitivity. To
capture potential modulation of the outcome sensitivity, we implemented a scaled outcome sensitivity
so that the reward in trial  was multiplied by an individual scaling factor p yielding a scaled prediction
error:

response time distribution
for upper responses

upper boundary

starting point z

:> random walk with drift rate v

boundary separation o

\

lower boundary

response time distribution
for lower responses

Figure 8. Schematic depiction of the drift diffusion process. Accumulation of evidence starts at point z which is
defined by the a-priori bias 8 and the boundary separation .. Noisy evidence is integrated over time (represented
by sample paths in blue and orange, for upper and lower boundary choices, respectively).
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0 = (P X Ry) — Qchoice,l (5)

Q values were initiated to zero and calculated separately for choices of the color associated with a
higher chance to win pain relief (Q;g1 pros) @and choices of the color associated with a lower chance to
win pain relief (Qiow prob)-

While RL models traditionally used a softmax choice rule (Daw and Doya, 2006; Luce, 1959),
recent studies on value-based decision making have implemented variants of the drift diffusion model
(Ratcliff, 1978; Ratcliff and Rouder, 1998) to map expected values to choices (Fontanesi et al.,
2019; Pedersen et al., 2017, Peters and D’Esposito, 2020). The drift diffusion model describes
decisions as accumulation of noisy evidence for two choice options until a predefined threshold,
representing either of the two options, is reached. Such drift diffusion models take response times
(RT) of decisions into account and model mathematically cognitive processes underlying the decision
process. Figure 8 depicts such a decision process. The range between the decision boundaries is
represented by the boundary separation parameter a. Higher values of a lead to slower but more
accurate decisions, that is, « represents the speed vs. accuracy tradeoff. The position of the starting
point z between the boundaries is determined by a priori biases 3 toward one of the two options.
This parameter 3 represents the relative distance of z between the boundaries. It can range from 0 to
1 where a value of 0.5 indicates no bias, values below indicate a bias for the lower choice and values
above 0.5 a bias for the upper choice. The non-decision time 7 describes time needed for processes
that are unrelated to the decision process (e.g. stimulus processing). Correspondingly, the reaction
time is defined as RT = 7 + decision time. Acquisition of evidence starts from the starting point z at time
7 as a random walk. The slope of this random walk is determined by the drift rate v and a decision is
made when either the upper or lower boundary is reached. Higher drift rates result in faster and more
accurate decisions. The probability of the RT when choosing option x can then be calculated using the
Wiener first-passage time distribution (Ratcliff, 1978):

RT(x) = Wiener(a, 7, B, V) (6)

where Wiener() returns the probability that is chosen with the observed RT.

Most variants of reward learning models that use the drift diffusion process as a choice rule replace
the constant drift rate by an individually scaled difference of expected values for the both options
(Fontanesi et al., 2019; Pedersen et al., 2017, Peters and D’Esposito, 2020). Thus, the drift rate v;
, varies across trials as a function of the difference between expected values of the two choice options
that in the wheel of fortune corresponded to Qpigh prob @aNd Qo prob + respectively. We implemented a
linear mapping of the difference in expected values like Pedersen et al., 2017 where this difference
is multiplied by the scaling factor v:

vt = (Qhigh prob — Qlowprob) X v (7)

As an alternative scaling method, we implemented a non-linear function as suggested by Fonta-
nesi et al., 2019 in which the scaled difference in expected values is mapped to the drift rate using
a sigmoid function, which more closely resembles the non-linear mapping of the softmax function:

vy = S((thghprab,t - Qlawprvb, t) X V) (8)
where S (x) is defined as:
S = 2X e — )

With that, = vmax defines the upper and lower limit of the drift rate, respectively, while the shape or
slope of the sigmoid function depends on the scaled difference of expected values.

In summary, we combined different parameterizations of the outcome sensitivity (static or scaled)
and the mapping of expected values to the drift rate (linear or sigmoidal) into different models
(Table 3).

We used hierarchical Bayesian modeling to fit the reward learning models to the choices of the
participants in the test trials. Hierarchical models estimate group and individual parameters simultane-
ously to mutually inform and constrain each other, which yields reliable estimates for both, individual
and group level parameters (Gelman et al., 2013; Kruschke, 2014). Posterior distributions of the
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Table 3. Model specification.

Models 1-4 were defined using different combinations of parameters for reward sensitivity and the
mapping of expected values to the drift rate. A ‘static’ reward sensitivity means that pain increase
and pain decrease were defined as -1 and 1, respectively (see Equation 4). A 'scaled’ outcome
sensitivity means that pain decrease was defined as —p and pain decrease as p (see Equation 5). A
‘linear’ drift rate mapping means that the drift rate v; for each trial was defined as the difference of
expected values multiplied by v (see Equation 7). A sigmoid mapping of the drift rate means that v;
was defined by a sigmoid function bounded at +vmax . (see Equation 8 und Equation 9). All models
included two learning rates (n4+ , n—), the non-decision time 7, the boundary separation «, and the a
priori bias 3.

Model Outcome sensitivity Drift rate mapping
Model 1 static linear

Model 2 scaled linear

Model 3 static sigmoid

Model 4 scaled sigmoid

parameters were estimated using Hamiltonian Monte Carlo sampling with a No-U-Turn sampler as
implemented in the probabilistic language Stan (Carpenter et al., 2017) via its R interface rstan (Stan
Development Team, 2020). For each model parameter, we included a global intercept and the main
effect of drug (levodopa, naltrexone, placebo). Both, intercept and main effect were allowed to vary
for each participant and we modeled a correlation of individual terms for the drug effect across partic-
ipants to account for repeated measures. We used a non-centered parameterization to reduce depen-
dency between group and individual level parameters (Betancourt and Girolami, 2015). Therefore,
both intercept and drug effect were defined by their location (group level effect), scale, and error
(individual effects) distributions. A logistic transformation was applied to the learning rate (n+ , 7-)
and a priori bias (8) parameters to restrict values to the range of [0, 1] . The location parameters for
the intercept of the learning rate were given standard normal priors (A(0, 1)) and the scale of these
parameters were given half-normal priors (HA/(0, 1)). The location of the drug effect on learning rate
parameters were also given standard normal priors while the scale was given a half-normal prior of
HN(0, 0.1) to prevent allocation of high prior density at the edges of the range after logistic trans-
formation, resulting in an almost flat prior. The location parameter for the intercept of the a-priori
bias was given a normal prior of A/(0, 0.5) and the scale was given a half-normal prior HN(0, 0.1) .
The location parameter for the drug effect was given a normal prior of N(0, 0.5) and the scale was
given a half-normal prior of HN(0, 0.1) . To ensure that the non-decision time (7) was bounded to
be lower than the reaction time the parameter was equivalently transformed to the range [0,1] and
multiplied with each subject’s individual minimum reaction time in a given session. Priors were the
same as for the learning rate, that is yielding a flat prior after transformation. We used an exponential
transformation to constrain the reward sensitivity parameter (p), the boundary separation («, drift rate
scaling factor (v), and the boundary of the drift rate (vmax) to be greater than 0. The location of the
global intercept was given a normal prior of N(0.1, 0.1) for the reward sensitivity, a normal prior of
N0, 0.1) for the boundary separation, a normal prior of N'(0.2, 0.2) for the drift rate, and a normal
prior of A/(0.5, 0.2) for the drift rate boundary. For the exponentially transformed parameters, the
scale of the global intercept was given a half-normal prior of HN(0, 0.1), the location of the drug
effect was given a normal prior of A(0, 0.5), and the scale of the drug effect was given a half-normal
prior of N(0, 0.1). Individual effects for the intercept as well as for the drug effect were all given
standard normal priors. The correlation matrix of individual drug-level effects for each parameter was
given a LKJ prior (Lewandowski et al., 2009) of LICJ corr(1). All models were run on four chains with
4000 samples each. The first 1000 iterations were discarded as warm-up samples for each chain. The
convergence of chains was confirmed by the potential scale reduction factor R .

The fitted models were compared for their best predictive accuracy using K-fold cross-validation
(Vehtari et al., 2017). For the cross-validation, we split data into k = 10 subsets with each subset
containing data of 2-3 participants and calculated the expected log pointwise predictive density
(ELPD) based on simulations for each hold-out set y; using parameters estimated from re-fitting
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the model to the training data set Y(—k) - We calculated ELPDs, their differences, and the standard
error of the differences using the R package loo (Vehtari et al., 2020). A higher ELPD indicates a
better predictive accuracy. Such a better predictive accuracy was assumed if the difference in ELPD
(ELPDgif) for two models was at least two times the standard error of that difference (se (ELPDd,ff)).

For the best fitting model, we performed posterior predictive checks by simulating replicated
data sets from posterior draws. As the test statistic for the posterior predictive check, we exam-
ined the proportion of choices in favor of the option associated with a higher chance to win pain
relief (choicepigh prop) in the last 2 blocks of the wheel of fortune game and compared the proportions
observed in this data to the distribution of proportions found in the simulated data sets.

From the best fitting model, we used group level estimates for the main effect of ‘drug’ to compare
model parameters between drug conditions using the 95% highest density interval (HDI) of the differ-
ence of their posterior distributions.

The means of individual parameter posterior distributions were used to estimate prediction errors
for single trials. To test whether these prediction errors predict endogenous pain modulation induced
by the wheel of fortune task, we used linear mixed models with the fixed factors ‘prediction error’
and ‘drug’, and their interaction. A random intercept for each subject was included to account for
repeated measures. Separate models for VAS ratings and behaviorally assessed pain perception as
dependent variables were calculated.
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