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Abstract

This study sought to determine whether playing a “serious” interactive digital game (IDG) - the Re-Mission videogame for
cancer patients — activates mesolimbic neural circuits associated with incentive motivation, and if so, whether such effects
stem from the participatory aspects of interactive gameplay, or from the complex sensory/perceptual engagement
generated by its dynamic event-stream. Healthy undergraduates were randomized to groups in which they were scanned
with functional magnetic resonance imaging (FMRI) as they either actively played Re-Mission or as they passively observed a
gameplay audio-visual stream generated by a yoked active group subject. Onset of interactive game play robustly activated
mesolimbic projection regions including the caudate nucleus and nucleus accumbens, as well as a subregion of the
parahippocampal gyrus. During interactive gameplay, subjects showed extended activation of the thalamus, anterior insula,
putamen, and motor-related regions, accompanied by decreased activation in parietal and medial prefrontal cortex. Offset
of interactive gameplay activated the anterior insula and anterior cingulate. Between-group comparisons of within-subject
contrasts confirmed that mesolimbic activation was significantly more pronounced in the active playgroup than in the
passive exposure control group. Individual difference analyses also found the magnitude of parahippocampal activation
following gameplay onset to correlate with positive attitudes toward chemotherapy assessed both at the end of the
scanning session and at an unannounced one-month follow-up. These findings suggest that IDG-induced activation of
reward-related mesolimbic neural circuits stems primarily from participatory engagement in gameplay (interactivity), rather
than from the effects of vivid and dynamic sensory stimulation.
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Introduction IDGs would significantly enhance our ability to rationally engineer
play experiences that maximally influence attitudes and behavior.

One theoretical perspective suggests that the distinctive
motivational impact of IDG play is a consequence of processing
the complex, dynamic, and multi-modal sensory stream of events
generated by interactive games [3,13,14]. This account likens the
IDG experience to other vivid, dynamic, emotionally engaging,
multi-modal perceptual stimuli (e.g., audio-visual entertainment,
stories, etc.) that have been found to enhance motivation, learning,
and memory [14]. An alternative perspective suggests that the
distinctive neural responses to IDG play stem not from the mere

Play represents a distinctive behavioral repertoire that is both
highly rewarding and evolutionarily conserved [1]. “Serious
games” seek to promote positive changes in attitudes and behavior
by leveraging fundamental neural processes engaged by play [2—
6]. Despite burgeoning interest in serious games and data showing
that they can provide powerful tools for altering attitudes and
behavior [3-5,7,8], the psychological mechanisms of their effects
remain poorly defined. Several studies have documented activa-
tion of mesolimbic circuits associated with reward anticipation and
Incentive motivation as people play “non-serious’ entertainment-

oriented interactive digital games (IDGs; colloquially known as
“videogames”) [9-12]. Activation of brain motivational systems
has been hypothesized to mediate the positive behavioral impact
of serious IDGs (i.e., those explicitly designed to alter real-world
attitudes and behavior) [3,6,13], but it is not clear which specific
aspects of the IDG play experience engage those motivational
processes. Identification of the key motivation-engaging features of
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observation of a dynamic event stream, but rather rom the player’s
personal participation in shaping that dynamic event stream
[3,13]. Under this hypothesis, the neural responses to IDG play
differ qualitatively from those evoked by other highly vivid,
dynamic, and emotionally engaging stimuli that do not involve the
behavioral participation of the observer (e.g., non-interactive
audio-visual entertainment).
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In the present study, we sought to evaluate these alternative
hypotheses in the context of a serious IDG that is already known to
significantly impact behavior. The Re-Mission videogame was
developed as a rationally targeted IDG behavioral intervention to
improve health outcomes in adolescents and young adults
currently undergoing treatment for cancer [7,8,15]. A randomized
controlled trial of Re-Mission in 374 adolescent and young adult
cancer patients showed that the game significantly enhanced
several targeted psychological and behavioral outcomes, including
knowledge about cancer, self-efficacy to overcome the disease, and
adherence to self-administered oral chemotherapy regimens [8].
The current study secks to understand Re-Mission’s general effects
on the activation of reward-related neural circuits previously
hypothesized to contribute to IDG-induced behavior change.
After verifying that, (1) playing Re-Mission activates the same
mesolimbic incentive motivation circuits previously found to be
engaged by entertainment-targeted (i.e., non-serious) IDGs (e.g.,
the nucleus accumbens and broader mesolimbic dopamine
projection areas) [9-12], this study tested the primary hypothesis
that (2) activation of mesolimbic circuits is driven primarily by the
interactive or participatory nature of gameplay, as opposed to the
vivid, dynamic sensory stream it generates (i.e., different neural
responses are generated by exposure to an identical non-
interactive audio-visual information stream in a yoked passive
control condition). Additional exploratory analyses also assessed
the possibility that (3) the magnitude of gameplay-induced neural
activation is associated with post-play differences in attitudes
toward cancer chemotherapy — a key psychological target of Re-
Massion as a serious IDG [7,8].

Results

Fifty-seven healthy undergraduates were each randomized to
one of two experimental groups and scanned with functional
magnetic resonance imaging (FMRI) as they either actively played
the cancer-related Re-Mission videogame for seven bouts of 60 sec

Task Structure

Interactivity and Reward in a Serious Videogame

separated by six rest pauses of variable 10-30 sec duration (“active
play” group; Supporting Information Video 1) or passively
observed a gameplay audio-visual stream generated by a yoked
active group player (“passive exposure” group). Standard contrast-
based analyses of T2* data (spiral in/out pulse sequence, repetition
time = 2 sec, echo time=40 ms, flip=90 degrees) examined
within-subject changes in neural activity during periods of
gameplay versus rest (to assess general neural correlates of
gameplay), as well as 2 sec intervals immediately following
gameplay onset (to assess transient activation of incentive
motivation-related neural structures, as previously observed
[16,17]), and immediately following gameplay offset (to determine
whether offset responses mimic 2 sec onset responses and might
thus reflect responses to transition or novelty [18], or whether they
reflect motivational dynamics, in which case one might expect
activation in distinct neural territories associated with negative
motivational responses [19,20]). Figure 1 shows within-subject
longitudinal regressors capturing each effect. The extent to which
interactivity enhanced each of those within-subject contrast
dynamics was assessed In between-group comparisons.

Interactive gameplay versus rest

Initial whole-brain analyses examined the general correlates of
interactive gameplay versus rest in each experimental group.
Within the active play group, the play versus rest contrast was
associated with wide-spread activation changes in diverse brain
regions (Figure 2; Table Sla), including expected increases in
activation within sensory regions (i.e., primary visual cortex) and
motor regions (i.e., primary motor cortex), as well as thalamus,
anterior insula, and putamen (i.e., included within the extended
culmen focus cluster in Table Sla). Unexpectedly, the active play
versus rest contrast was also negatively associated with activation
in medial prefrontal cortex, posterior cingulate cortex, and
subregions of the medial temporal lobe (i.e., included within the
extended middle temporal gyrus clusters in Table Sla). In the
passive exposure group, viewing the yoked audio-visual stream
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Figure 1. Task structure and regressors of interest. Play vs. pause structure (top) and FMRI signal regressors capturing general effects of

Gameplay vs rest, Gameplay onset, and Gameplay offset.
doi:10.1371/journal.pone.0033909.9001
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Figure 2. Gameplay versus rest. Play vs. rest regressor for Active Play and Passive Exposure groups (left panels) and Active vs. Passive group

comparison (right panels). All threshold p<<.001, uncorrected.
doi:10.1371/journal.pone.0033909.g002

generated by interactive gameplay was positively associated with
activation in sensory regions (i.e., visual cortex and precuneus) but
not motor regions (Figure 2; Table Sl1b). Between-group
comparison of the active play group versus the passive exposure
group for the play versus rest contrast revealed interactivity-related
increases in activation within regions associated with motor
function (i.e., dorsolateral prefrontal cortex, anterior cingulate,
supplementary motor area, motor cortex) as well as anterior
insula, putamen, and thalamus (i.e., included within the extended
superior frontal gyrus cluster in Table Slc), but decreased
activation in medial prefrontal cortex, subterritories of the medial
temporal lobe, and parietal cortex (Figure 2; Table Slc).

Gameplay onset
Because reward-related neural activity often peaks transiently in
response to the appearance or anticipation of motivationally-

Active Passive

relevant stimuli [21,22], primary analyses assessed effects of
interactive gameplay on reward-related mesolimbic activation
during the first 2 sec following gameplay onset. As hypothesized,
game onset in the active play group was associated with increased
neural activity in the striatum (including the nucleus accumbens,
caudate, and putamen), anterior cingulate, and posterior insula
within the active play group (Figure 3). Whole-brain analyses
identified a diverse array of additional regional effects, including
activation in subregions of parahippocampal gyrus (e.g., Right/
Anterior/Superior RAS coordinates =26, —15, —14) (Figure 3;
Table S2a). Initiation of interactive gameplay significantly
decreased activity in the dorsolateral prefrontal cortex and parietal
cortex (Figure 3). In the passive exposure group, initiation of the
same complex audiovisual stimulus stream was associated with
increased activity in the anterior cingulate, anterior insula, and
parahippocampal regions, and decreased activity in the right
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Figure 3. Gameplay onset. Play onset regressor for Active Play and Passive Exposure groups (left and middle panels, threshold p<.001,
uncorrected, in whole-brain analysis) and Active vs. Passive group comparison (right panels, threshold p<<.005, VOI-based).

doi:10.1371/journal.pone.0033909.g003
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precuneus, inferior temporal gyrus, and middle temporal gyrus
(Figure 3; Table S2b). Between-group comparison of neural
responses to game onset using an a priori volume-of-interest
(VOI/region of interest) analysis confirmed that interactive
gameplay induced greater increases in the bilateral nucleus
accumbens and bilateral ventral putamen activation (individually
p<<.025, corresponding to Bonferroni-corrected p<<.05; Table 1).
Whole-brain analyses of between-group differences also identified
increased activation in the left parahippocampal gyrus (at the a
priori VOI threshold) and decreased activation in the right
anterior insula, right dorsolateral prefrontal cortex, and parietal
cortex in the active play group relative to the passive exposure

group (p<<.001; Figure 3; Table S2c).

Gameplay offset

To determine whether the transient neural activations associ-
ated with gameplay onset stemmed primarily from changes in
game status or event boundaries [18], rather than reward-related
processes, we also examined 2 sec responses to gameplay offset.
Under the “mere change” hypothesis, gameplay offset should
induce changes in neural activity similar to those associated with
gameplay onset, whereas the “reward” hypothesis would predict
distinct patters of offset-related activation in neural structures
implicated in negative reactions or interruption [19,20]. Consis-
tent with the latter account, the 2-sec period following gameplay
offset was associated in the active play group with distinct but
diverse regional effects including activation of the anterior insula,
anterior cingulate (i.e., included within the extended middle
occipital gyrus cluster in Table S3a), posterior cingulate,
dorsolateral prefrontal cortex, premotor cortex, primary motor
cortex, parietal cortex, and precuneus, as well as decreased activity
in the orbitofrontal cortex, caudate, putamen, and left inferior
parietal lobule (Figure 4; Table S3a). In the passive exposure
group, the same gameplay offset regressor was associated with
increased activation in the inferior frontal gyrus, superior temporal
gyrus, precentral gyrus, lingual gyrus, posterior cingulate,
precuneus, and primary visual cortex, as well as decreased activity
in the middle frontal gyrus, postcentral gyrus, middle insula, and
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parahippocampal gyrus (Figure 4; Table S3b). Statistical compar-
1son of gameplay offset responses in the active play versus passive
exposure groups indicated significant increased activity in the
anterior insula, anterior cingulate, inferior frontal gyrus, supple-
mentary motor area, primary motor cortex, thalamus, and culmen
(Figure 4; Table S3c). Thus, gameplay offset recruited a set of
neural structures distinct from those activated by game play onset
and generally associated with anticipation of loss and motor
conflict.

Player-generated in-game events

The activation of mesolimbic projection regions during
interactive gameplay might stem predominately from player-
generated in-game ‘“‘success events” such as firing a chemoblaster
shot or killing an enemy cancer cell, rather than the more general
complex of interactivity-related processes (which include a variety
of other psychological processes such as planning, navigation,
threat/obstacle evasion, etc.). Analysis of regressors tracking
enemy cancer cells killed and chemoblaster shots fired revealed
scattered patterns of correlated activation within the active play
group (Table S4, S5), but no significant association with the
reward-related mesolimbic regions targeted in this study.

Attitudes toward chemotherapy

To determine whether any of the neural responses associated
with the onset of interactive gameplay might potentially relate to
post-play attitudes toward chemotherapy (a primary target of Re-
Mission as a serious game [7,8]), we conducted individual
difference analyses within the active play group relating the
magnitude of peak neural response to gameplay onset (empirically
determined to occur 6 sec after gameplay onset) to attitudes
toward chemotherapy measured immediately after the FMRI
scanning session and at an unannounced follow-up one month
later. The magnitude of response in striatal regions showed no
significant association with the positivity of post-play or follow-up
attitudes. However, immediate post-play endorsement of the
mmportance of chemotherapy correlated with game onset-induced
activation in the bilateral anterior cingulate, bilateral mesial
prefrontal cortex, and a subregion of the left parahippocampal
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Table 1. Game onset a priori volume-of-interest (VOI) analysis.
Coordinates of 6 mm Uncorrected
Volume of Interest diameter sphere Active Passive t-statistic p-value
Bilateral NAcc* Mean: 0.2340 0.0600 2.67 0.0101
SD: 0.2015 0.1924
Left NAcc** (=11, 11, =2) 0.2420 0.0675 2.59 0.0125
0.2154 0.1694
Right NAcc (11,11, =2) 0.2260 0.0525 227 0.0275
0.2255 0.2658
Bilateral Putamen* Mean: 0.3010 0.0507 3.58 0.0007
SD: 0.2153 0.2090
Left Putamen** (=17,12,0) 0.3191 0.0802 3.22 0.0022
0.2283 0.2235
Right Putamen** (17,12, 0) 0.2829 0.0211 341 0.0012
0.2381 0.2219
*Primary analysis significant at p<<.025 uncorrected, p<.05 Bonferroni-corrected.
**Secondary analysis significant at p<<.0125 uncorrected, p<<.05 Bonferroni-corrected.
NAcc = nucleus accumbens.
doi:10.1371/journal.pone.0033909.t001
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Figure 4. Gameplay offset. Play offset regressor for Active Play and Passive Exposure groups (left panels) and Active vs. Passive group comparison
(right panels). All threshold p<<.001, uncorrected, in whole-brain analysis.
doi:10.1371/journal.pone.0033909.g004

gyrus (RAS=—26,—15,—19) within the active play group game onset response in the left inferior frontal gyrus and a
(Figure 5; Table S6). The attitude-related left parahippocamal subregion of the left parahippocampal gyrus adjacent to that

activation focus partially overlapped with a left parahippocampal associated with attitudes measured immediately post-play
cortex territory that showed greater play onset-associated (2=3.49; RAS=—33,—7,—20) (Table S6b). Peak activation
activation in the active play group relative to the passive exposure within a 6 mm diameter volume centered on this focus also
group (Figure 5c). To graphically portray the association between showed a linear association with perceived importance of
attitudes and left parahippocampal activation following gameplay chemotherapy at one month follow-up (Pearson r(38)=.45;
onset, we plotted the relationship between individual differences in Spearman r(38) =.34).

average peak activation (empirically determined to fall at 6 sec
after play onset) in a 6 mm diameter VOI centered on the Discussion
attitude-related response focus (Figure 5a) and chemotherapy-

related attitudes. Results showed a substantial linear association This study sought to determine which aspect of a “serious
(Pearson  r(55)=.47; outlier-robust Spearman r(55)=.38 game” play experience drives recruitment of mesolimbic projec-
(Figure 5b). Perceived importance of chemotherapy assessed one tion areas associated with reward motivation [9-12]. The Re-
month after the gameplay session was also associated with greater Mission videogame has previously been found to enhance
a. Chemotherapy attitude b. Individual differences c. Onset: Active vs Passive group
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Figure 5. In-game neural response associated with post-gameplay attitude toward chemotherapy. (a) Individual differences in attitudes
toward chemotherapy measured immediately after the interactive gameplay session in the active play group were associated with increased
activation in several brain regions including a subregion of the left parahippocampal cortex (threshold p<<.001, uncorrected, in whole-brain analysis).
(b) The strength of this relationship was quantified by correlating individual average response following gameplay onset (measured at empirical peak
response 6 sec after gameplay onset in a 6 mm VOI centered on the empirical response focus) with post-play attitudes toward chemotherapy. (c) The
same general region of left parahippocampal gyrus also showed significantly greater activation in the active play group following gameplay onset
than in the passive observation group (threshold p<<.001, uncorrected).

doi:10.1371/journal.pone.0033909.g005
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psychological and medical treatment-related behavioral outcomes
in young people being treated for cancer [7,8], and the present
data show that playing Re-Mission can markedly activate neural
circuits implicated in reward (i.e., caudate, putamen, and nucleus
accumbens). These data also identify the participatory nature of
interactive gameplay as a key driver of those neural responses.
Temporal analyses of transition between pause conditions and
active gameplay confirmed that ventral striatal activation was not
driven solely by state transition-induced arousal (as might be
hypothesized under theories interpreting mesolimbic dopamine
activity in terms of novelty [23]). Subjects in a passive exposure
group experienced the same novel, vivid, dynamic, and emotion-
ally involving stimulus streams as did those actively playing Re-
Mission, but showed markedly less recruitment of mesolimbic
structures implicated in reward processing. Thus, the present
findings are consistent with previous analyses of cancer-related
self-efficacy [8] in suggesting that personal involvement and
agency may represent key psychological drivers of Re-Mission’s
impact on behavior. While the highly vivid and dynamic event
streams generated during IDG play do activate sensory neural
structures, player involvement in shaping the event stream (i.e.,
interactivity) was required to substantially engage motivation-
related brain circuits in response to Re-Mission gameplay. Although
the present study focused on the impact of interactivity in the
context of a serious game, interactivity likely contributes to
reward-related neural activation during non-serious entertain-
ment-oriented IDGs as well [9-12]. What this study reveals about
serious IDGs is that participatory interaction plays a key role in
engaging reward-related neural processes previously hypothesized
to mediate serious games’ distinctive impact on ‘‘out-of-game”
attitudes and behaviors (i.e., their potentially distinctive active
ingredient relative to other attitude/behavior-change interven-
tions) [3,6,13].

In addition to activating the reward-related ventral striatum, the
onset of interactive gameplay also increased activation in several
other relevant regions. Of particular interest were subregions of
the parahippocampal cortex falling at the interface between CAl
and the subiculum, which showed increased activation in response
to the onset of interactive gameplay. In active play subjects, the
quantitative magnitude of game onset-induced activation in
regions of the left parahippocampal cortex positively correlated
with the intensity of positive attitudes toward cancer chemother-
apy assessed immediately following gameplay, as well as
chemotherapy-related attitudes assessed one month later in an
unannounced follow-up. In the passive exposure group, however,
the quantitative magnitude of parahippocampal activation showed
no significant correlation with post-play chemotherapy-related
attitudes. We did not assess baseline chemotherapy-related
attitudes prior to gameplay (by design, in order to avoid report-
induced attitude anchoring), so it is not clear whether gameplay-
induced neural responses in the left parahippocampal cortex are
associated with gameplay-induced attitude change, or whether
they might instead relate to pre-existing individual differences in
attitude. Re-Mussion has been shown to alter patients’ cancer-
related attitudes and behavior in previous studies [7,8], but future
analyses assessing pre-play attitudes will be required to more
clearly define the role of play-induced parahippocampal activation
on attitude change. Given the key role of the hippocampus in
learning and memory, it is conceivable that IDG-induced
activation in this region might potentially play a role in translating
short-term play experiences into long-term effects on attitudes or
behavior. However, direct measures of learning, memory, and
motivation not available in this study will be required to test that
hypothesis. Ultimately, studies will need to simultaneously contrast
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the effects of serious and non-serious IDGs on neural system
engagement “in-game,” direct measures of play-induced learning
and motivation, and “out-of-game” changes in attitude and
behavior, in order to fully define the neural mechanisms by which
serious IDGs exert their distinctive effects on behavior. The
present results suggest that reward-related mesolimbic regions and
the left parahippocampal cortex might serve as “candidate regions
of interest” for such future studies.

Another unexpected finding was that extended periods of active
IDG play were associated with reduced activity in some regions,
including the medial prefrontal cortex, striatum, and medial
temporal lobe (Figure 2). Future studies will be required to
replicate these findings and determine their psychological basis,
but such dynamics would be consistent with the hypothesis that
playing IDGs alters the cognitive pathways through which
information is processed [3,6,13-15]. For example, the observed
reductions in medial prefrontal activity during extended periods of
gameplay would be consistent with hypotheses that gameplay (1)
inhibits controlled information processing and preferentially
activates more automatic subcortical systems that focus on
immediate goals [24,25], (2) activates an implemental action
system at the expense of deliberative information processing
[26,27], or (3) disengages the “default mode” network as players
re-engage the “task positive” network to resume gameplay [28].
Interestingly, gameplay onset was transiently associated with
increased activity in sub-regions of the medial pre-frontal cortex
(Figure 3) — a pattern opposite to the deactivation observed over
the broader medial prefrontal region during extended periods of
interactive gameplay (i.e., Figure 2). Future studies will be required
to determine the replicability of these biphasic responses in the
prefrontal cortex and determine their functional significance in the
context of IDG play.

This study also has a number of other limitations that will need
to be resolved by future research. One limitation involves the use
of an asymmetric 3:1 randomization strategy, which creates an
unbalanced sampling design. We employed asymmetric random-
ization to enhance the size of the active play group and thereby
increase statistical power to resolve relationships between game-
play-induced neural responses and attitude-related outcomes
within that group. Statistical analyses were appropriately adjusted
for asymmetric sample sizes in between-group comparisons, and
extensive Monte Carlo analyses have confirmed that the ¢ statistics
utilized here remain valid in the context of 3:1 sample size
asymmetries [29-31]. However, future research should utilize
larger total sample sizes in order to provide sufficient statistical
power for well-powered within-group analyses while permitting
balanced group sizes. Another limitation involved the nature of
study participants. This study examined neural responses to Re-
Mission gameplay in healthy undergraduates in order to define the
basic effects of IDG play on activity of brain regions implicated in
general reward-related processes. However, Re-Mission was
specifically developed as an intervention for adolescents and
young adults with cancer, and future studies will be required to
determine what additional neural circuits might be engaged in
players with a more deeply personal relationship to cancer. Future
studies comparing gameplay responses in healthy individuals and
cancer patients will also be required to determine whether Re-
Mission’s effects on out-of-game behavior stem primarily from the
types of general responses observed here (e.g., coupling of cancer-
related symbolic content with IDG-related activation of reward
circuitry) or from cancer patient-specific responses (or perhaps
from a mix of both). However, the observed association between
parahippocampal response to gameplay onset and subsequently
measured chemotherapy-related attitudes suggests that this game’s
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general coupling of interactivity-induced activation of reward-
related motivational circuits with cancer-related symbolic content
might potentially contribute to at least some cancer-related
outcomes (i.e., some effects occur among those with no direct
personal experience of cancer). Nevertheless, future studies will
need to analyze these attitude-related neural dynamics in cancer
patients to more directly define the mechanisms by which the Re-
Mission IDG influences cancer-related behaviors such as treatment
adherence.

Given that the present data indicate a key role for interactivity
in driving IDG activation of mesolimbic projection areas, it is
worth considering which specific aspect of interactive play is
responsible for such engagement. We hypothesize that the
distinctive activation of anticipatory reward-related brain struc-
tures during IDG play is driven primarily by the players’
recognition that their personal evaluative outcomes in the game
(e.g., performance, self-view) depend on their instrumental actions.
In other words, mesolimbic projection areas can modulate
perception, learning, memory, and other cognitive functions that
are engaged as part of the players’ goal-directed efforts to succeed
in game performance. Other psychological processes that are
mobilized as a consequence of self-engagement may also
contribute to the profile of neural recruitment observed during
interactive gameplay. For example, the observed activations in the
supplementary motor area and precuneus are consistent with
previous studies implicating those structures in self-related
processes [32-35] and behavior change [36,37]. Data linking the
activation of those structures to positive behavior change [36,37]
are consistent with the present findings in suggesting that self-
engagement may play a role in mediating the effects of IDG-based
behavioral interventions. However, other psychological dynamics
that are correlated with the activation of reward- and self-related
neural structures in this study (e.g., sensory effects on experiences
of flow or virtual presence [11,38,39], motoric output involved in
gameplay) might contribute as well. Future studies that dissociate
the instrumental or mechanical components of participatory
control (e.g., sensory, planning, and motoric) from its affective
and motivational components (e.g., self-view, goal achievement)
could deepen our understanding of the neurobiological basis for
play’s distinctive power in driving the development of skills,
knowledge, and complex behavior [1,3-6].

Materials and Methods

Subjects

Data were collected from 65 young adults who were recruited
through posted advertisements in the Stanford University
environment and screened for typical FMRI exclusions (e.g.,
metal in the body, psychiatric and/or cardiac drugs). Data from 8
subjects were excluded due to technical difficulties (n=1 in the
active play and n=2 in the passive exposure group) or excessive
head motion (n =5 showing >2 mm from one acquisition of brain
volume data to the next; all in the active play group), leaving a
total of 57 valid subjects for analysis. Of these, 43 were randomly
assigned to the “active play” group, while the remaining 14 were
assigned to the “passive exposure” group. Subjects were
randomized to active play vs. passive exposure groups at a 3:1
ratio to ensure sufficient statistical power for between-group
contrasts while maximizing statistical power to detect within-group
relationships between gameplay events and neural responses in the
active play group. Subjects were young adults (mean age =25.3
years, SD = 9.4, range 18-50), approximately balanced in terms of
sex (48% female, 52% male) and ethnically heterogeneous (52%
Caucasian, 25% Asian, 10% Hispanic, 5% African American, 5%
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Pacific Islander, 3% Mixed).No group matching was attempted,
and as expected under random assignment, the resulting groups
did not differ in age, gender, or ethnic distribution (all differences
p>.20). Questionnaires administered immediately after playing or
watching the video game included items measuring subjects’
attitudes towards cancer and chemotherapy using seven point
Likert scales (e.g., “How vital is chemotherapy in the treatment of
cancer?”). Subjects were contacted again, without forewarning,
one month after the FMRI scanning session to complete the same
attitude measures. All recruitment and research procedures were
approved by the Stanford University Institutional Review Board.
All subjects provided written informed consent and participated in
a 1.5 hour experimental session for a flat fee of $20 per hour.

Task

In the Re-Mission IDG, players pilot a miniature ‘“nanobot”
through a fictional cancer patient’s body to battle cancer cells [8].
In the active play group, subjects (n =43) played Level 1 of Re-
Mission which involves navigating the nanobot through a string of
lymph nodes while destroying lymphoma cell “enemies” with a
chemotherapy gun (“chemoblaster”) (Supporting Information
Video 1). Subjects received an unlimited amount of chemotherapy
ammunition (and thus did not need to recharge), and were
conferred invulnerability to damage received from collisions with
environment walls or cancer cells, so that all could play for an
equal length of time. Output generated by game software
produced a two-second resolution temporal record of game events
(e.g., chemoblaster shots fired, enemy cancer cells killed, damage
received from enemies, environment collisions, etc.). Subjects
played the videogame using a FMRI-compatible joystick (Mag
Design and Engineering, Sunnyvale, CA), a video screen, and
audio headphones.

In the active play group, subjects played Re-Mission for seven
bouts of 60 sec separated by six pauses of variable duration (10—
30 sec), such that game play onset was not predictable (see
Figure 4). Subjects were told that they would play and rest at
varying intervals throughout the scan, but were not told when or
for how long. Audio-visual output from the game was recorded
(Fraps, Beepa Pty Ltd) and stored for subsequent display to passive
exposure group subjects. In the passive exposure group, subjects
watched and listened to an audiovisual recording of the interactive
gameplay event stream generated by a randomly selected previous
active play group subject.

Functional Magnetic Resonance Imaging Acquisition and
Analysis

Functional images were acquired with a 1.5-Tesla General
Electric MRI scanner using a standard quadrature head coil.
Twenty-four contiguous axial 4-mm-thick slices (in-plane resolu-
tion 3.75x3.75 mm) with a 24 cm field of view were acquired in
axial sequence from the mid-pons to the top of the skull.
Functional scans were acquired with a T2%*-sensitive spiral in/
out pulse sequence (repetition time=2s, echo time=40 ms,
flip =90 degrees). High-resolution structural scans were acquired
with a Tl-weighted spoiled grass sequence (repetition
time = 100 ms, echo time = 7 ms, flip = 90 degrees) for localization
and coregistration. Analyses were conducted with AFNI software
[40]. For preprocessing, data were sinc-interpolated to correct for
nonsimultaneous slice acquisition, corrected for three-dimensional
motion, high-pass filtered to remove slow trends (>0.01 Hz), and
normalized to percent signal change relative to the voxel mean
across the entire experimental period. Inspection of motion
correction estimates confirmed that none of the 57 valid subjects
retained for analysis showed more than 2 mm of head movement
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in any dimension from one volume acquisition to the next. Initial
whole-brain analyses used multiple regression to assess relationship
between neural activation and regressors of interest constructed for
each subject based on the temporal record of game events (binned
into 2 sec intervals). These regressors included: (1) Game play vs
nonplay; (2) Game play onset (2 sec); (3) Game play offset (2 sec);
(4) Chemoblaster shots fired; (5) Wall collisions; (6) Enemy kills; (7)
Anticipated enemy kill (2 sec prior to an enemy kill); (8) “Damage”
received from cancer cells; (9) Anticipated “damage” (2 sec prior
to receiving damage). Prior to entry into the regression model,
regressors were convolved with a standard model of the
hemodynamic response function [41]. Regressors of noninterest
modeling head motion (n = 6; in plane translational and rotational
motion), linear, and quadratic trends were also entered into the
regression model as covariates. Whole brain regression coeflicients
for active play and passive exposure groups were coregistered with
structural maps, spatially normalized by manually warping to
Talaraich space, spatially smoothed to minimize effects of
anatomic variability (FWHM =4 mm), and submitted to single-
sample t-tests (versus the hypothesis of no activation). Whole brain
omnibus significance thresholds were estimated at p<<.001
uncorrected using 1000 Monte Carlo simulations using AFNI’s
AlphSim program (or p<<.05 corrected; 3x3x3.75 mm voxels;
4 mm FWHM; cluster threshold =4 voxels). Regression coeffi-
cients for active play versus passive exposure groups were
compared across groups using a two-sample t-test (corrected for
unbalanced group size).

A priori volume of interest (VOI) analyses were applied to test
primary hypotheses regarding group differences in the activation of
reward-related regions within 2 sec following gameplay onset. VOI
significance values were estimated over 4 averaged volumes
specified as 6 mm diameter spheres centered bilaterally on ventral
striatal regions implicated in reward anticipation (i.e., nucleus
accumbens (Right/Anterior/Superior RAS=*11,11,—2) and
putamen (+17,12,0)) in previous research [42]. Overall statistical
significance of primary hypothesis tests was based on Bonferroni-
corrected significance threshold of p<<.025 for each of the two
primary bilateral tests (total family-wise p<<.05). Secondary analyses
of each of the 4 individual foci tested were conducted at Bonferroni-
corrected significance threshold of .0125 (family-wise p<<.05).

Because reward anticipation activates mesolimbic projection
regions [16,17], we predicted that the active play group would
show increases in: (1) activation of sensorimotor circuits (i.e.,
primary sensory and motor cortices), perceptual circuits (i.e., visual
cortex) and arousal-related structures (i.e., thalamus) for gameplay
versus rest (nonplay); (2) activation of reward-related circuits (i.e.,
mesolimbic projection regions including the caudate, putamen,
and nucleus accumbens) in response to the onset of game play; and
(3) activation of circuits associated with interruption and aversion
(i.e., anterior cingulate, anterior insula) in response to the offset of
game play. Based on the hypothesis that interactive engagement in
play engages motivation-related brain circuits, we additionally
predicted that sensorimotor-, arousal-, reward-, memory-, and
interruption/aversion-related activation dynamics would be sig-
nificantly more pronounced for subjects in the active play group
than in the passive exposure group.

Attitude measurement and analysis

To identify potential “in-game” neural response correlates of
post-play attitudes toward chemotherapy, regression-based ex-
ploratory analyses assessed the relationship between individual
differences in chemotherapy-related attitudes and individual
differences in peak impulse responses following the initiation/
resumption of gameplay. Both immediately after the gameplay
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session and one month later at an unannounced follow-up,
subjects were asked to evaluate on a 7-point scale, “How
important is chemotherapy in the treatment of cancer?”’ and
“How wvital 1s chemotherapy in the treatment of cancer?”
Responses were averaged at each assessment point to provide a
composite measure of chemotherapy-related attitude (Cronbach’s
alpha=.91). Initial whole-brain analyses examined empirical
correlates of chemotherapy-related attitudes in neural responses
to gameplay onset. Because these were exploratory analyses
targeting small subcortical regions, we utilized the same omnibus
stringency threshold (p<<.001) but a smaller cluster threshold
(k=3) to identify potential activation foci. To plot the association
between individual differences in peak neural response to game-
play onset and attitudes, a VOI-based analysis extracted individual
average values of peak phasic response to gameplay onset/
resumption (empirically determined to occur 6 sec after play onset)
with a 6 mm diameter focus centered over the region of
parahippocampal cortex found to show strongest association with
post-play attitudes in initial whole-brain analyses. The magnitude
of linear association was summarized by both Pearson correlation
and outlier-robust Spearman correlation.

Supporting Information

Table S1 Play versus rest activation foci. Significant
activation foci defined by Talairach-Tournoux Atlas coordinates
expressed as R =Right to Left; A=Anterior to Posterior,
S = Superior to Inferior.

(DOCX)

Table S2 Game onset activation foci. Significant activation
foci defined by Talairach-Tournoux Atlas coordinates expressed
as R=Right to Left; A= Anterior to Posterior, S = Superior to
Inferior.

(DOCX)

Table S3 Game offset activation foci. Significant activation
foci defined by Talairach-Tournoux Atlas coordinates expressed
as R=Right to Left; A= Anterior to Posterior, S = Superior to
Inferior.

(DOCX)

Table S4 Activation foci associated with chemoblaster
shots fired. Significant activation foci defined by Talairach-
Tournoux Atlas coordinates expressed as R=Right to Left;
A =Anterior to Posterior, S = Superior to Inferior. Active group
n=43.

DOCX)

Table S5 Activation foci associated with enemy cancer
cell killed. Significant activation foci defined by Talairach-
Tournoux Atlas coordinates expressed as R =Right to Left;
A = Anterior to Posterior, S = Superior to Inferior. Active group
n=43.

(DOCX)

Table S6 Game onset activation foci associated with
post-play attitudes toward chemotherapy within the
active play group. Significant activation foci (p<<.001, uncor-
rected, minimum k=3 voxels) defined by Talairach-Tournoux
Atlas coordinates expressed as R =Right to Left; A= Anterior to
Posterior, S = Superior to Inferior.

(DOCX)

Acknowledgments

We thank Melina Uncapher for helpful suggestions on earlier drafts, Nicole
Guthrie and Veronica Marin-Bowling for assistance with data collection,

March 2012 | Volume 7 | Issue 3 | 33909



and Mark Wallace and RealTime Associates Inc. for development of the
custom Re-Mission software used in this research. Conversations with Pat
Christen and Pam Omidyar inspired this study, and conversations with
James Sabry contributed to its conceptualization.

References

1.

N

20.

21.

Panksepp J (1998) Affective neuroscience: The foundations of human and
animal emotions. New York: Oxford University Press.

Abt C (1970) Serious Games. New York: The Viking Press.

Prensky M (2001) Digital Game-Based Learning. New York: McGraw-Hill.
Lieberman DA (2001) Management of chronic pediatric diseases with interactive
health games: Theory and research findings. Journal of Ambulatory Care
Management 24: 26-38.

Brown §J, Lieberman DA, Gemeny BA, Fan YC, Wilson DM, et al. (1997)
Educational video game for juvenile diabetes: Results of a controlled trial.
Medical Informatics 22: 77-89.

McGonigal J (2011) Reality Is Broken: Why Games Make Us Better and How
They Can Change the World. New York: Penguin Press.

Beale IL, Kato PM, Marin-Bowling VM, Guthrie N, Cole SW (2007)
Improvement in cancer-related knowledge following use of a psychoeducational
video game for adolescents and adults with cancer. Journal of Adolescent Health
41: 263-270.

Kato PM, Cole SW, Bradlyn AS, Pollock BH (2008) A video game improves
behavioral outcomes in adolescents and young adults with cancer: A randomized
trial. Pediatrics 122: ¢305-317.

Koepp MJ, Gunn RN, Lawrence AD, Cunningham VJ, Dagher A, et al. (1998)
Evidence for striatal dopamine release during a video game. Nature 393:
266-268.

Hoeft F, Watson CL, Kesler SR, Bettinger KE, Reiss AL (2008) Gender
differences in the mesocorticolimbic system during computer game-play. Journal
of Psychiatric Research 42: 253-258.

Klasen M, Weber R, Kircher TT, Mathiak KA, Mathiak K (2011) Neural
contributions to flow experience during video game playing. Soc Cogn Affect
Neurosci.

Mathiak KA, Klasen M, Weber R, Ackermann H, Shergill SS, et al. (2011)
Reward system and temporal pole contributions to affective evaluation during a
first person shooter video game. BMC Neurosci 12: 66.

. Vorderer P, Bryant J (2006) Playing Video Games: Motives, Responses, and

Consequences. Mahwah NJ: Lawrence Erlbaum.

Mayer RE (2005) The Cambridge Handbook of Multimedia Learning. New
York: Cambridge University Press.

Tate R, Haritatos J, Cole S (2009) Hopelab’s approach to Re-Mission.
International Journal of Learning and Media 1: 29-35.

Knutson B, Adams CM, Fong GW, Hommer D (2001) Anticipation of
increasing monetary reward selectively recruits nucleus accumbens. Journal of
Neuroscience 21: RC159.

Breiter HC, Aharon I, Kahneman D, Dale A, Shizgal P (2001) Functional
imaging of neural responses to expectancy and experience of monetary gains
and losses. Neuron 30: 619-639.

Zacks JM, Braver TS, Sheridan MA, Donaldson DI, Snyder AZ, et al. (2001)
Human brain activity time-locked to perceptual event boundaries. Nature
Neuroscience 4: 651-655.

Kuhnen CM, Knutson B (2005) The neural basis of financial risk-taking.
Neuron 47: 763-770.

O’Doherty J, Critchley HD, Deichmann R, Dolan R] (2003) Dissociating
valence of outcome from behavioral control in human orbital and ventral
prefrontal cortices. Journal of Neuroscience 23: 7931-7939.

Wittmann BC, Schott BH, Guderian S, Frey JU, Heinze HJ, et al. (2005)
Reward-related FMRI activation of dopaminergic midbrain is associated with
enhanced hippocampus-dependent long-term memory formation. Neuron 45:
459-467.

@ PLoS ONE | www.plosone.org

Interactivity and Reward in a Serious Videogame

Author Contributions

Conceived and designed the experiments: SC BK. Performed the
experiments: SC DY BK. Analyzed the data: SC DY BK. Contributed
reagents/materials/analysis tools: SC DY BK. Wrote the paper: SC DY
BK.

22. Adcock RA, Thangavel A, Whitfield-Gabrieli S, Knutson B, Gabricli JDE
(2006) Reward-motivated learning: Mesolimbic activation precedes memory
formation. Neuron 50: 507-517.

23. Lisman JE, Grace AA (2005) The hippocampal-V'TA loop: Controlling the entry
of information into long-term memory. Neuron 46: 703-713.

24. Mobbs D, Petrovic P, Marchant JL, Hassabis D, Weiskopf N, et al. (2007) When
fear is near: Threat imminence elicits prefrontal-periaqueductal gray shifts in
humans. Science 317: 1079-1083.

25. Packer DJ, Cunningham WA (2009) Neural correlates of reflection on goal
states: the role of regulatory focus and temporal distance. Soc Neurosci 4:
412-425.

26. Armor DA, Taylor SE (2003) The effects of mindset on behavior: self-regulation
in deliberative and implemental frames of mind. Pers Soc Psychol Bull 29:
86-95.

27. Kuo WJ, Sjostrom T, Chen YP, Wang YH, Huang CY (2009) Intuition and
deliberation: two systems for strategizing in the brain. Science 324: 519-522.

28. Raichle ME, Snyder AZ (2007) A default mode of brain function: a brief history
of an evolving idea. Neuroimage 37: 1083-1090; discussion 1097-1089.

29. Hsu PL (1938) Contributions to the theory of “Student’s” t test as applied to the
problem of two samples. Statistical Research Memoirs 2: 1-24.

30. Scheffe H (1959) The analysis of variance. New York: Wiley.

31. Zimmerman D (1987) Comparative Power of Student T Test and Mann-
Whitney U Test for Unequal Sample Sizes and Variances. The Journal of
Experimental Education 55: 171-174.

32. Vanhaudenhuyse A, Demertzi A, Schabus M, Noirhomme Q, Bredart S, et al.
(2010) Two distinct neuronal networks mediate the awareness of environment
and of self. J] Cogn Neurosci 23: 570-578.

33. Lombardo MV, Chakrabarti B, Bullmore ET, Wheelwright SJ, Sadek SA, et al.
(2010) Shared neural circuits for mentalizing about the self and others. ] Cogn
Neurosci 22: 1623-1635.

34. Saxe R, Moran JM, Scholz J, Gabricli J (2006) Overlapping and non-
overlapping brain regions for theory of mind and self reflection in individual
subjects. Soc Clogn Affect Neurosci 1: 229-234.

35. Chua HF, Liberzon I, Welsh RC, Strecher VJ (2009) Neural correlates of
message tailoring and self-relatedness in smoking cessation programming. Biol
Psychiatry 65: 165-168.

36. Falk EB, Berkman ET, Whalen D, Lieberman MD (2011) Neural activity during
health messaging predicts reductions in smoking above and beyond self-report.
Health Psychol.

37. Falk EB, Berkman ET, Mann T, Harrison B, Lieberman MD (2010) Predicting
persuasion-induced behavior change from the brain. J Neurosci 30: 8421-8424.

38. Baumgartner T, Speck D, Wettstein D, Masnari O, Beeli G, et al. (2008) Feeling
present in arousing virtual reality worlds: prefrontal brain regions differentially
orchestrate presence experience in adults and children. Front Hum Neurosci 2:
8.

39. Jancke L, Cheetham M, Baumgartner T (2009) Virtual reality and the role of the
prefrontal cortex in adults and children. Front Neurosci 3: 52-59.

40. Cox RW (1996) AFNI: Software for analysis and visualization of functional
magnetic resonance images. Computers in Biomedical Research 29: 162-173.

41. Cohen MS (1997) Parametric analysis of fMRI data using linear systems
methods. Neurolmage 6: 93-103.

42. Knutson B, Cooper JC (2005) Functional magnetic resonance imaging of reward
prediction. Current Opinion in Neurology 18: 411-417.

March 2012 | Volume 7 | Issue 3 | 33909



