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The orbitofrontal cortex (OFC) is a key brain region involved in
complex cognitive functions such as reward processing and deci-
sion making. Neuroimaging studies have reported unilateral OFC
response to reward-related variables; however, those studies
rarely discussed this observation. Nevertheless, some lesion stud-
ies suggest that the left and right OFC contribute differently to
cognitive processes. We hypothesized that the OFC asymmetrical
response to reward could reflect underlying hemispherical differ-
ence in OFC functional connectivity. Using resting-state and
reward-related functional MRI data from humans and from rhesus
macaques, we first identified an asymmetrical response of the lat-
eral OFC to reward in both species. Crucially, the subregion show-
ing the highest reward-related asymmetry (RRA) overlapped with
the region showing the highest functional connectivity asymmetry
(FCA). Furthermore, the two types of asymmetries were found to
be significantly correlated across individuals. In both species, the
right lateral OFC was more connected to the default mode net-
work compared to the left lateral OFC. Altogether, our results sug-
gest a functional specialization of the left and right lateral OFC
in primates.
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The orbitofrontal cortex (OFC) is a key brain region involved
in complex behavior such as value-based decision making (1),

cognitive flexibility (2), and reward-guided learning (3). This
brain region is heterogeneous and can be subdivided on the basis
of cytoarchitecture, connectivity, or function (4–8). The large
majority of studies investigating the functional organization of
the OFC consider it to be symmetrically organized between
hemispheres (1, 9–12). Some unilateral lesion and stimulation
studies have nevertheless shown differential behavioral effects.
For instance, direct intracortical stimulation in humans revealed
a left lateralization of negative experience compared to neutral
experience (13). Patients with right OFC lesions were more
impaired in the Iowa Gambling Task than those with left lesions
(14). Asymmetrical OFC responses in healthy subjects have also
been reported in functional magnetic resonance imaging (fMRI)
studies (for metaanalyses, see refs. 15, 16). However, this result
has rarely been discussed.
Lateralization of functions in the prefrontal cortex has been

shown previously, in particular for language processing (17),
visuospatial attention (18), and relational integration reasoning
(15). In humans, reductions in asymmetry have been associated
with impaired cognitive functions (19), and hemispheric spe-
cialization is suggested to increase processing abilities by re-
ducing bilateral redundancy (20), indicating that there may be
some benefit when homotypical areas in each hemisphere spe-
cialize. Lateralization of functions has also been reported in
nonhuman primates in the context of audition and vocalization

(21–24) or attention (25). Yet lateralization in other contexts,
such as reward processing, has not received much attention in
any species.
Using data from the Human Connectome Project (HCP) and

data collected in rhesus macaques (Macaca mulatta), we assessed
the characteristics of the asymmetrical OFC response during
reward tasks. First, we identified an asymmetrical response to
reward in the lateral OFC (lOFC) in both species. Second, we
observed that the connectivity of the OFC with the rest of the
brain was significantly different between hemispheres. Interest-
ingly, the brain region responding differentially in the reward
task was the same as the brain region showing asymmetrical
whole-brain connectivity. Moreover, the two types of functional
asymmetry were correlated across individuals. Finally, we found
that the right lOFC was more strongly connected to the default
mode network (DMN) than the left lOFC. Together, our results
suggest that the left and right lOFC might support different
functions, which remain to be characterized, due to an intrinsic
difference in their connectivity to the rest of the brain.

Significance

Lateralization of functions in the brain has been demonstrated
in many different cognitive processes. It is supposed to increase
processing abilities by reducing bilateral redundancy. Yet lat-
eralization of reward processing, despite extremely common
asymmetrical findings, has received little attention. Our neu-
roimaging study shows a functional lateralization of the re-
sponse to reward in the lateral part of the orbitofrontal cortex
(OFC), together with an asymmetric functional connectivity
pattern. This particular feature was identified not only in hu-
mans but also in nonhuman primates. Our findings challenge
the classical view of the OFC as a symmetrical brain region.
They are urging the need for considering the specific contri-
bution of the left and right OFC when investigating reward-
related signals.
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Results
Asymmetric Reward-Related Activity in the Orbitomedial Prefrontal
Cortex.
Humans.We selected 57 subjects from the HCP for which resting-
state MRI (rs-MRI) had been obtained at 7T and who partici-
pated in a gambling task designed to assess reward processing
and decision-making neural responses (26). Participants had to
guess whether a hidden card was higher or lower than a visible
card. They received positive, neutral, or negative monetary
feedback according to the correctness of the response (Methods).
In the fMRI data, we focused on the contrast reward versus
punishment to localize the reward-related activity in the whole
brain (Fig. 1A). Replicating previous results from a larger dataset
(26), this contrast also revealed higher activity for reward com-
pared to punishment in the ventromedial prefrontal cortex
(vmPFC) and in the ventral striatum. Interestingly, a significant
cluster was found in the right OFC but not in the left OFC (z >
2.3, cluster corrected). Note that the uncorrected map did not
reveal a response in the left OFC either (Fig. 1A and SI Appendix,

Fig. S1) and that the opposite contrast, punishment versus reward,
did not reveal any significant effect.
To assess whether there was an asymmetrical response to re-

ward in the OFC, we mapped the individual z-maps onto the
individual MSMAll surfaces that are registered on the symmetric
MNI 152 template (27). We mirrored the data of the left
hemisphere so they could be compared to the data on the right
hemisphere. In order to allow the identification of asymmetries
regardless of the direction of hemispheric dominance across in-
dividuals, we computed the unsigned right versus left difference
in the contrast reward versus punishment for every subject and
tested for a significant effect at the group level in a large orbi-
tomedial prefrontal cortex (OMPFC) mask (Methods). In other
words, we search for individuals with either stronger responses in
the left hemisphere or stronger responses in the right hemi-
sphere. We found a significant difference between left and right
OMPFC for reward-related activity in the lOFC (pcorr = 1 ×
10−3) (Fig. 1B). This result reveals asymmetric reward-related
activity (reward-related asymmetry [RRA]) at the intersection

Fig. 1. Neural responses to reward and hemispheric differences in reward responses in humans and macaques. (A) Statistical maps showing positive effect of
the contrast reward versus punishment in humans (z > 2.3, arbitrary cluster size threshold set to 150 vertices for illustration purposes). n indicates the number
of subjects. (B) Unsigned difference (dissimilarity) between the sizes of the effects illustrated in A in the left and in the right hemispheres. Color code indicates
z statistics at the group level. The map is restricted to the OMPFC and cluster corrected (cluster-level P < 0.05, permutation tests). Results are arbitrarily
displayed on the right hemisphere. Histogram represents the signed difference in reward response in the identified cluster (right minus left) across individuals.
Vertical red dashed lines represent the unsigned mean difference. (C) Statistical maps showing positive effect of the reward regressors in macaques (z > 2.3,
arbitrary cluster size threshold set to 50 vertices for illustration purposes). To facilitate species comparison, unthresholded maps are presented in SI Appendix,
Fig. S1. x indicates the number of experimental points across protocols (Methods). (D) Unsigned difference (dissimilarity) between the sizes of the effects
illustrated in C in the left and in the right hemispheres. Color code indicates z statistics at the group level. The map is restricted to the OMPFC and cluster
corrected (cluster-level P < 0.05, permutation tests). Histograms represent the signed difference in reward response in the identified medial and lateral
clusters (right minus left) across individuals. Vertical red dashed lines represent the unsigned mean difference.
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of the lateral orbitofrontal sulcus (LOS) and transverse orbito-
frontal sulcus (TOS).
To further characterize this asymmetry, we conducted a

subject-by-subject analysis. We extracted the individual signed
RRA coefficients from the cluster identified in the previous
analysis. In humans, we observed that the right hemisphere more
often showed stronger reward responses than the left hemisphere
[t (56) = 4.99, P = 6 × 10−6; Fig. 1B], confirming the observed
asymmetry in the whole-brain reward contrast (Fig. 1A).
Macaques. RRA in macaques was investigated in fMRI data col-
lected from previous studies (Methods). Eight monkeys who
performed different types of reward-related tasks were included
in the analyses. Due to the diversity of paradigms and contrasts
centered on the decision and feedback periods, we used the
fMRI results as a localizer to identify reward-sensitive regions
rather than specific aspects of reward processing. For each
monkey, we used the reward-related contrasts (Methods) of each
session and averaged them across sessions and individuals to
obtain a whole-brain map of reward-related activity (Fig. 1C and
SI Appendix, Fig. S1). As in human participants, we projected
each contrast map (18 experimental points; Methods) to a com-
mon surface and computed the unsigned right versus left dif-
ference in all available contrasts. We found two significant
clusters of RRA in the OMPFC. First, we observed asymmetric
reward-related activity close to the medial orbital sulcus (pcorr =
0.042). Second, we also identified a cluster close to the LOS, just
posterior to its intersection with the TOS (pcorr = 8 × 10−3).
This second area of asymmetry in macaques lies in a similar

location with respect to sulcal landmarks in the two species
(Fig. 1D). In humans, it corresponds to the caudal part of area
11l, extending into area a47r according to the parcellation of
Glasser et al. (28). This location corresponds to the caudal part of
47/12m in both humans and macaques in the standard cytoarchi-
tectonic framework proposed by Mackey and Petrides (29).
To investigate whether there was a hemispheric dominance in

the identified RRA across individuals and experimental para-
digms (experimental points), we extracted the individual signed
RRA coefficients from the clusters identified in the previ-
ous analysis. In macaques, the pattern was less clear than the
one observed in humans (Fig. 1D). No significant hemi-
spheric dominance was observed in either the medial cluster
[t (17) = −1.03, P = 0.32] or the lateral cluster [t (17) = −0.78,
P = 0.44]. In other words, the observed asymmetry was equally
driven by experimental points with a left hemispheric dominance
and experimental points with a right hemispheric dominance.
Due to the diversity of task used with macaques, we were able to
conduct the investigation of the signed RRA at the level of
protocols. It revealed significant effects with different directions
in the lOFC cluster [protocol 1: right dominance, t (39) = 3.12,
P = 3 × 10−4; protocols 2 and 3: left dominance, t (83) = −2.51,
P = 0.014; protocol 4: left dominance, t (75) = −2.71, P = 8 ×
10−3; SI Appendix, Fig. S2]. This suggests that the absence of
significant direction at the metaanalysis level comes from the
diversity of experimental paradigms used.
Asymmetric functional connectivity in the OMPFC. To determine
whether the RRA could be linked to an asymmetry in the
functional connectivity of the OMPFC, we compared the con-
nectivity profiles of the left and right OMPFC. In both humans
(n = 57) and macaques (n = 14), for each vertex of the OMPFC,
we extracted the connectivity (correlation coefficients between
time series) with all vertices in the brain, from the group-level
time series dataset (computed with MIGP; Methods). Then, we
computed the averaged unsigned difference between the con-
nectivity of each pair of vertices from the left and right OMPFC
(Methods and Fig. 2A). This measure (functional connectivity
asymmetry [FCA]) allows us to detect dissimilarities in the pat-
tern of functional connectivity with the rest of the brain even if

the difference manifests in different left–right direction in dif-
ferent individuals. The resulting map is depicted in Fig. 2B.
We found a cluster in the lOFC with a particularly high

asymmetry in humans [t (56) = 11.39, P = 5 × 10−17]. The same
analysis conducted in macaque data revealed a very similar re-
sult, with a single cluster in the lOFC, significant at the group
level [t (13) = 3.81, P = 2 × 10−3; Fig. 2 C and D]. Together,
those results suggest that the left and right lOFC in humans and
macaques are differently connected to the rest of the brain. Note
that on average, the right lOFC in macaque was also more
strongly connected to the rest of the brain than the left lOFC (SI
Appendix).
In the next sections, we will 1) assess whether this dissimilarity

is linked to the RRA of the OFC and 2) characterize the con-
nectivity profiles of the left and right lOFC.

A Hot Spot of Asymmetry in the OFC.
Overlap between reward-related cluster and functional connectivity clus-
ter. To examine the link between RRA and FCA, we projected
the results from the two previous sets of analyses onto a common
surface (Fig. 3). We observed partial overlap of the two clusters
in the lOFC, in both humans and macaques, indicating unique
hot spots of functional asymmetry, as defined by both reward-
related activity and functional connectivity, in the lOFC in both
species. We computed the coefficient of FCA in the RRA lateral
clusters and found that it was significantly higher in the lOFC
cluster than in the rest of the OMPFC [humans, t (56) = 12.39,
P = 1 × 10−17; 14 macaques with rs-MRI, t (13) = 2.78, P = 0.016;
medial cluster, t (13) = −1.35, P = 0.20]. The reverse analysis,
i.e., the investigation of the response difference to reward-
related activity in the FCA cluster, also revealed a significant
difference in response to reward between the left and right lOFC
[humans, t (56) = 4.02, P = 2 × 10−4; macaque experimental
points, t (17) = 2.80, P = 0.012].
Moreover, we extracted the individual participants’ RRA and

FCA coefficients from the lOFC cluster resulting from the
conjunction of the two asymmetry analyses (labeled functional
asymmetry cluster or FA cluster). We found that the two mea-
sures of asymmetry, based on RRA and FCA, were strongly
correlated in humans (r = 0.34, P = 9 × 10−3). In macaques, we
found a significant correlation between RRA and FCA measures
(across 18 experimental points, r = 0.64, P = 5 × 10−3; across 8
individuals, r = 0.80, P = 0.017). Together, these results suggest
that asymmetry in functional connectivity might explain asym-
metry of results in task-related activity in both species.
Functional connectivity characteristics. Finally, to further describe
how the left and right lOFC are differently connected to the rest
of the brain, we compared the functional connectivity of the left
and right FA cluster with the whole brain. In humans, the whole-
brain functional connectivity maps suggested that the left FA
cluster shows a negative functional connectivity with a network
including anterior cingulate cortex, posterior cingulate cortex,
and temporoparietal junction. We will refer to this network as
the DMN. We also observed that both seeds were positively
connected to a frontoparietal network, which we refer to as the
executive network (ExN; Fig. 4A). To quantify this difference, we
extracted the functional connectivity of each seed vertex from
the FA cluster with each vertex in the DMN and the ExN, bi-
lateral networks defined from elsewhere (Methods). Then, we
assessed the effect of FA seed hemisphere (left or right), net-
work (DMN or ExN), and network hemisphere (left or right)
using a three-factor ANOVA. We found a significant interaction
between seed and network factor [F(1,455) = 7.77, P = 7 × 10−3]
that confirmed the difference in connectivity in the left and right
lOFC with the DMN but not with the ExN observed on the
whole-brain maps. Post hoc multiple comparison tests revealed
that the right seed was more connected to the DMN compared
to the left seed, with no difference in connectivity with the ExN
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(left versus right seed contrast in relation to DMN, P = 1 × 10−5;
left versus right seed in relation to ExN, P = 0.92). The results
are depicted in Fig. 4B. Additional nonrelevant significant ef-
fects are detailed in SI Appendix.
In macaques, the same analysis revealed a similar significant

interaction between the seed and network factors [seed × net-
work, F(1,111) = 14.45, P = 2 × 10−3]. Post hoc multiple com-
parison tests revealed that the right seed was more connected to
the DMN compared to the left seed, with no difference in con-
nectivity with the ExN (left versus right seed in the DMN, P =
2 × 10−4; left versus right seed in the ExN, P = 0.42). The results
are depicted in Fig. 4D. Additional nonrelevant significant ef-
fects are detailed in SI Appendix.
Note that these analyses revealed similar results in both spe-

cies. However, the underlying pattern of connectivity differs
across species. In humans, the left FA cluster is negatively con-
nected to the DMN [left seed with DMN, mean = −0.019,
SEM = 0.005, t (56) = −3.87, P = 3 × 10−3; right seed with DMN,
mean = 0.001, SEM = 0.004, t (56) = 0.37, P = 0.71], while in
macaques, the left and right FA clusters are positively connected
to the DMN [left seed with DMN, mean = 0.062, SEM = 0.008,
t (13) = 7.93, P = 2 × 10−6 ; right seed with DMN, mean = 0.11,
SEM = 0.017, t (13) = 6.57, P = 2 × 10−5], but the right FA
cluster is significantly more positively connected to the DMN.
Morphological characteristics in humans. Given the richness of the
HCP data, we were able to further explore some morphological
features of the asymmetric FA cluster. We checked whether it
was characterized by particular morphological features and
found no specific pattern of myelination, gyrification (curvature),
or cortical thickness (SI Appendix, Fig. S3). We compared such
features in the left and right FA cluster and found that the three
features of the right FA cluster were higher than in the left FA
cluster [myelination, t (56) = 3.99, P = 2 × 10−4; curvature,
t (56) = 2.49 P = 0.016; cortical thickness, t (56) = 2.10, P = 0.041].
Although there was an asymmetry in those measures, individual

variations were not significantly correlated with the RRA, FCA,
or FA (mean of RRA and FCA) measures (all P > 0.01,
threshold for multiple comparisons). Thus, we found no evidence
that the morphological differences in the left and right FA
clusters are driving the functional asymmetry observed in that
particular area.

Functional Asymmetry and Behavior in Humans.Here the functional
asymmetry of the OFC response to reward has been investigated
in relation to the same region’s asymmetrical functional con-
nectivity, in both humans and macaques. The limitations of the
HCP reward gambling task used in humans, and notably the
simple condition contrast reward versus punishment, restricted
our investigation about which specific aspects of reward repre-
sentation are associated with this lateralization.
We attempted to overcome these limitations by conducting

two additional analyses.
First, we aimed at identifying a link between the lOFC asym-

metry and specific cognitive process(es) by searching for correla-
tion between 172 behavioral measurements available from the
HCP (validated measures that assess cognition, emotion, motor
and sensory processes, and personality) and FA coefficients
(Methods). We did not find any significant effect (all P > 0.001,
thresholded to account for multiple comparisons). Addition-
ally, this asymmetry was not driven by gender or handedness
(gender, r = 0.06, P = 0.65; handedness, r = −0.015, P = 0.91).
Then, to identify a putative link between the observed asym-

metry and brain functions, we conducted a metaanalysis in
Neurosynth by searching for terms associated with the left and
right FA clusters (Methods). First, we observed that the terms
associated with cognitive concepts were different in the left and
right lOFC: reward was significantly associated with the left
lOFC seed but not with the right lOFC seed [Z(left) = 3.76,
Z(right) = 0], and choices had the opposite pattern [Z(left) = 0,
Z(right) = 4.88]. Then, we noted that brain regions with a

Fig. 2. FCA in the human and macaque OMPFC. (A) Schematic representation of the method to compute FCA in humans. (Top) Functional connectivity of
each vertex in the right OMPFC with all vertices in the brain. (Bottom) Functional connectivity of each vertex in the left OMPFC with all vertices in the brain is
computed. Arrows represent the location of seeds. n is the number of vertices in the OMPFC mask (Inset with OMPFC in yellow). Colors indicate correlation
coefficient between time series of the seed and time series of each other vertex. (B) Statistical FCA map (T values of the averaged unsigned difference
between A, Top, and A, Bottom) displayed on the right hemisphere. Hot colors indicate high asymmetry in functional connectivity. Map is thresholded at z >
1.6. (C and D) The same as A and B but for macaque data. A, L, R, and P correspond to anterior, left, right, and posterior, respectively.
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coefficient of metaanalytic coactivation higher than 0.07 with the
FA seeds were associated with three types of terms. First, terms
showing similar coactivation (food, reward, and olfactory); sec-
ond, terms associated only with the right lOFC coactivated re-
gions (emotional and affective); and third, terms associated only
with the left lOFC coactivated regions (value, taste, monetary,
pleasant, and motivational) (SI Appendix, Fig. S4). Those ob-
servations suggested that both lOFC are involved in reward-
related processes and that left lOFC could be more associated
to valued-based decision-making and motivational processes,
while the right lOFC could be more associated to emotional and
affective processes.

Discussion
In the present study, we provide evidence for functional later-
alization in the lOFC in humans and nonhumans primates.
Lateralization in the frontal cortex has been considered most
often in relation to language processes and praxis (30–32) but
also linked to attention (33), cognitive control (34), and emo-
tional regulation (35). In our study, reward responsivity was
investigated in the context of decision making. Interestingly, a
recent metaanalysis of lateralization of function suggested that
decision making rather than emotion, communication, or per-
ception/action is associated with OFC lateralization (16). Al-
though the adaptive consequences of lateralized functions are
not well understood, it is thought that hemispheric specializa-
tion could increase processing abilities by reducing bilateral
redundancy (20).

RRA and Potential Implications.RRA in the OFC is consistent with
many previous studies investigating the function of the OFC

(36–42), yet those studies rarely acknowledge or discuss this
observation (43, 44).
Previous studies have suggested that lateralization in the OFC

could be linked to valence processing (13), interpreted in an
approach/avoidance framework (44) or in an exploration/ex-
ploitation framework (39). Yet our Neurosynth metaanalysis
suggested that value-guided and motivational processes might be
more supported by the left lOFC, while the right lOFC has more
of a role in emotional and affective processes. It should never-
theless be reminded that some studies have reported no effect of
OFC lesion laterality (45) or bilateral OFC responses to reward
(46, 47). Therefore, we do not claim an absolute and total
functional dissociation between left and right lOFC but rather a
graded difference between the contributions that they make. It is
possible that the relative contribution of each hemisphere’s
lOFC might differ depending on the requirements of the ex-
perimental paradigm. This last point is supported by the
protocol-specific hemispheric dominance observed in macaques.
Each individual macaque exhibits a degree of functional later-
alization in the lOFC region, but the direction in which it man-
ifests varies across task protocols. We found a rightward
asymmetry in monkeys performing a probabilistic two-choices
learning task versus a left asymmetry in monkeys doing a
value-based forced choice experiment. Thus, the task at stake
could differentially recruit the left and right lOFC. For instance,
some studies only report the left OFC to represent outcome
information (48), while others only report the right OFC to re-
spond to identity-specific value (41, 42). However, because the
protocols and contrasts that we used vary on several factors,
while we are certain that hemispheric difference exists, future
studies will need to specifically investigate its precise basis.

Fig. 3. Functional asymmetry in the human and macaque OFC. The first column shows overlap (red) between the clusters of asymmetry identified in the
functional connectivity (FCA; green) and in the reward response (RRA; yellow) analyses on the OFC surface in humans (Top) and in macaques (Bottom). The
second column shows mean FCA coefficient across individuals in the RRA clusters (yellow). The third column shows mean RRA coefficient across individuals
(reward contrasts for monkeys) in the FCA cluster (green). The fourth column shows individual participants’ FCA coefficients plotted as a function of their RRA
coefficients in the FA cluster (red). (Top) Each red point represents one individual. (Bottom) Each red dot represents one monkey, and each black point
corresponds to an experimental data point (from 1 to 4 per monkey). Bar plot and error bars represent mean and SEM. Stars indicate significance against 0. n
indicates the number of macaques, and c indicates the number of contrasts.
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Alternatively, the RRA difference between species could point
to distinct lateralization of brain circuits in macaques compared
to humans. Although recent evidence suggests that behavioral
and structural or functional asymmetries also exist in nonhuman
species (23, 49, 50), asymmetries specific to some species could
also be observed, for instance, for spatial processing in macaques
(25) or regarding the architecture supporting language process-
ing in humans (51).
Crucially, we show an interrelationship across subjects be-

tween the RRA and a functional connectivity-related asymmetry
(FCA). This result—a relationship between two very different
indices of lateralization—suggests that the lateralization ob-
served in the context of reward processing is likely to be also
observed in other conditions requiring the involvement of
the lOFC.

FCA and Potential Implications. Given that connectivity constrains
and partly determines the functions that could be supported by a
given brain region (52), we used rs-MRI results to further
speculate about the nature of the functional differences between
the left and right lOFC.
Differences between connectivity patterns in the left and right

lOFC are notably related to their coupling with a set of brain

regions often referred to as the DMN. The right lOFC was found
to be more strongly connected to the DMN than the left lOFC.
The DMN has been shown to strongly overlap with the social

brain network (53). Therefore, the differential connectivity with
the DMN might suggest a differential contribution of the left/
right lOFC to social cognition. Some lesion studies in humans
support this framework. For instance, patients with right-sided
orbitofrontal lesions had more profound disturbances of social
and interpersonal behavior than patients with a left-sided lesion
(14). However, in fMRI studies, responses to social feedbacks, if
anything, appear stronger in the left OFC than in the right OFC
(54). Moreover, neither previous metaanalysis (55) nor the
presented Neurosynth metaanalysis support this framework.
DMN has also been associated with self-referential mental

activity and recollection of prior experiences (56). It might
therefore be hypothesized that it is an internally versus exter-
nally driven valuation process that underlies the lOFC func-
tional asymmetry: value assignment that requires individuals to
remember or simulate (such as the taste of a cake) could recruit
more the right lOFC. On the other hand, a valuation process
linked to external features, such as color combination in a
painting, could recruit more the left lOFC. Future investiga-
tions will aim at testing this specific hypothesis.

Fig. 4. Functional connectivity of the left and right FA clusters. (A) (Top) Functional connectivity map of the left FA cluster (blue arrow) with the left
hemisphere (first row) and the right hemisphere (second row). (A) (Bottom) Same as Top but for the right FA cluster (orange arrow). Colors indicate the
strength of functional connectivity (correlation coefficients). (B) Connectivity profile (spider plot) of the left (blue) and right (orange) FA cluster with the DMN
(green) and the ExN (red). The two networks are decomposed into several subregions that we grouped under the labels “left” or “right”; i.e., left DMN
corresponds to areas belonging the DMN and located in the left hemisphere. Intensities correspond to the coupling of each seed with each target. Bar plots
illustrate the significant interaction between seed and network. Bars (error bars) correspond to the mean (SEM) of the difference in connectivity of the left
and right seed to the DMN (green) and the ExN (red). Stars indicate significant difference (P < 0.05). C and D are the same figures as A and B but for
macaque data.
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In humans, we observed a stronger negative functional con-
nectivity with the DMN in the left lOFC compared to the right
lOFC. Brain regions showing negative functional connectivity
with the DMN usually belong to networks activated for tasks that
demand mental control or attention (57). Interestingly, we did
not find significant difference between the left and right lOFC
regarding their functional connectivity with the ExN. This sug-
gests that the left lOFC might correspond to a functional hub at
the interface between the DMN and the ExN.
Finally, another potential functional distinction between the

left and right lOFC comes from its links with the control of
autonomic responses. Tracing studies in nonhuman primates
have linked the medial more strongly than the lateral part of
the OMPFC to the autonomic nervous system (58–60). Nev-
ertheless, a study focusing on mediolateral differences in
OFC–hypothalamus connectivity suggested the possibility of
some differences in the lOFC region we focus on here (61).

Conclusion
In summary, OFC lateralization has been overlooked or men-
tioned only in passing in many functional studies. Here we pro-
vide evidence for lateralization in terms of reward-related
function and in terms of functional connectivity both in humans
and in macaques. The observation of this result in both species
suggests that this asymmetry could have been present in the last
common ancestor of humans and old-world monkeys around 29
Mya. A recent study found an interhemispheric OFC asymmetry
in rodents in a reversal learning task (62), with the right OFC
being more recruited in the task than the left OFC. In tandem
with our current results, this suggests that RRA in or near lOFC
might have been a feature of the mammalian brain present since
the last common ancestor of rodents and primates more than 100
Mya. Altogether, we strongly encourage future studies to report
relative variation in activation in the left and right OFC and to
consider differences between hemispheres when interpreting
results in OFC.

Methods
Subjects.
Humans. The data used in this study are released as part of the Washington
University - University of Minnesota Consortium of the Human Connectome
Project (WU-Minn HCP, RRID SCR_008749, https://www.humanconnectome.
org/study/hcp-young-adult) (51). We selected the S900 subject release with
7T structural and rs-MRI data. The data were preprocessed according to the
HCP pipeline (52). Of the 73 subjects in this specific HCP release, 16 subjects
were excluded because of family ties with other subjects in the database.
The data analysis was therefore based on 57 subjects (37 females).

Analyses were conducted on the data aligned using areal feature-based
registration [called multimodal surface matching (MSMAll) (29)]. This pro-
cedure aligns vertices on the cortical surface across subjects not only
according to gross folding morphology but also taking into account the
subject-specific functional features, such as the location and distribution of
resting-state networks. The MSMAll approach dramatically improves the
functional alignment of cortical areas over and above registration based
solely on volumetric or surface-based morphological registration. This type
of registration is referred to as area-based registration and is sometimes
considered a near-optimal functional alignment (29).
Macaques. Fourteen rhesus monkeys (M. mulatta, 13 males) were involved in
the study. They weighed 7 to 14 kg and were 7 to 13 y of age. They were
group housed and kept on a 12-h light–dark cycle, with access to water 12 to
16 h on testing days and with no restriction of access on nontesting days. All
procedures were conducted under licenses from the UK Home Office in ac-
cordance with the UK The Animals (Scientific Procedures) Act 1986 and with
European Union guidelines (EU Directive 2010/63/EU). Among the 14 mon-
keys, 8 participated in four different experimental tasks (protocols). The
detail of assignment of monkeys to the different tasks is described in
Table 1.

Experimental Tasks.
Gambling task in humans. Reward-related BOLD (blood-oxygen-level depen-
dent) signal was recorded with fMRI during a card-guessing gambling task

played for monetary reward that has been previously described (26). Par-
ticipants completed a card-guessing game where they were required to
guess the number (ranging from 1 to 9) on a mystery card in order to win or
lose money. Participants were instructed to guess if the unknown card
number was more or less than 5 by pressing one of two buttons on a re-
sponse box with their right hand. Feedback was given as the revealed card
number with a cue to inform the participants if they received a monetary
reward, monetary loss, or nothing (neutral no reward/loss outcome received
for number 5) trial. The task was presented in blocks of eight trials that were
either mostly rewarded (six reward trials pseudorandomly interleaved with
neutral and/or loss trials) or mostly loss (six loss trials interleaved with reward
and/or loss trials). For each of the two runs, there were two mostly reward
and two mostly loss blocks, interleaved with four fixation blocks (15-s
duration).
Protocol 1 in monkeys: Object discrimination reversal task. The experimental task
used in protocol 1 is described in detail elsewhere (40, 63). Briefly, the task
was designed to investigate contingent learning mechanisms and specifically
how and where in the brain associations between choice options and out-
comes (i.e., reception of reward) resulting from choosing them are formed.
Four macaques had to choose between pairs of abstract visual stimuli while
in the MRI scanner. On each trial, the two stimuli available for choice
(available options) were drawn from a set of three, each associated with
distinct reward probabilities. The rewards were delivered probabilistically in
a manner that fluctuated across the session, with two of the options re-
versing toward the middle of a session. Each stimulus’s reward probability
was uncorrelated from that of the others. On each trial one of the two
available options was chosen by the monkey, the other was unchosen, and a
third option was invisible and unavailable for choice. In our study, we fo-
cused on the receipt of the reward.
Protocols 2 and 3 in monkeys: Decision to act task. The experimental task used in
protocol 2 is described in detail elsewhere (64). Briefly, the task was designed
to investigate how contextual factors and internal state, shaped by present
and past environment, are integrated to influence whether and when to act.
Four monkeys initially performed this task, but we only included the two
monkeys (13, 14) who also performed the resting-state fMRI data acquisi-
tion. In that task, macaques were trained to track the number of dots on a
screen while in the MRI scanner. Dots appeared one at a time on a screen,
and animals could decide to make a response, at a time of their choice, by
tapping on a response pad in front of them. The number of dots on the
screen at the time of response determined the probability of reward. Re-
ward probability was drawn from a sigmoid function: the longer the animals
waited before responding, more dots appeared on the screen, and the
higher was the probability of reward. Different levels of reward magnitude
were associated with different dot colors, and the reward magnitude varied
from trial to trial. Once the monkeys responded, they received drops of juice
or no juice according to the reward probability distribution and the time of
their response. There was a 4-s delay between the response and the out-
come. In the context of our study, two events on each trial were of special
interest: the onset of the stimulus (dots), since the color is indicating the
expected level of reward, and the outcome (zero, one, two, or three drops
of blackcurrant juice).

Data fromprotocol 3 have not been published yet, but data supporting our
results have been deposited in a publicly accessible database (https://osf.io/
ybm4s). However, the task is exactly the same except that the frequency of
all of the good offers increased, and that of all of the bad offers decreased
(i.e., there were more trials with high reward magnitude and fewer trials
with low reward magnitude in protocol 3 compared to protocol 2).
Protocol 4: Stimulus–reward association task. The data and results from the
experimental task used in protocol 4 have not been published yet, but data
supporting our results have been deposited in a publicly accessible database
(https://osf.io/ybm4s). Briefly, the control task used here investigated how a
monkey would respond to visual cues indicative of how much reward could
be obtained or lost (i.e., poured into a visible plastic jar). Four male rhesus
macaques were trained to associate a set of 10 stimuli with various reward
magnitudes (i.e., from zero to two drops of reward smoothie that could be
either obtained or discarded). On any trial, one stimulus was presented on
the screen. The monkey had 10 s to respond by putting his hand over a
homemade infrared sensor. Once selected, the stimulus was replaced by a
hollow white frame. After a 3.5- to 4.5-s delay, the stimulus was presented
back (feedback) and the reward delivered. If the monkey did not respond
within 10 s, the trial was aborted, and the same stimulus was presented
again after the intertrial interval. The stimulus–outcome association was
probabilistic. In 24% of the trials, the feedback was different from the cue.
The obtained reward was always congruent with the displayed feedback.
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In all macaque protocols, monkeys were responding by making hand
movements over a homemade infrared sensitive sensor. Theywere free to use
both hands to respond.
fMRI data acquisition, processing, and analysis in humans. The preprocessed 3T
data were downloaded from the HCPwebsite for the 57 selected subjects. For
each subject, the fMRI data were preprocessed using the HCP functional
pipeline, including the volume and MSMAll surface pipeline outputs, motion
parameters, and FMRIB’s Software Library (FSL; RRID SCR_002823) (65) files
for higher analysis. All preprocessing steps and preliminary analysis are de-
scribed in ref. 26. Briefly, the HCP fMRIVolume pipeline performs gradient
unwarping, motion correction, field map unwarping, and grand mean in-
tensity normalization on the four-dimensional time series. These volumes
are segmented (Brain Boundary Registration), registered to the T1 ana-
tomical volume using nonlinear image registration tool (FNIRT), and warped
to standard (MNI152) space. Parameter estimates were estimated for a
preprocessed time series using a general linear model (GLM) using FMRIB’s
improved linear model with autocorrelation correction. Predictors were
convolved with a double gamma canonical hemodynamic response function
to generate regressors. Temporal derivatives of each regressor were added
to the GLM as covariates of no interest. Parameter estimates (BOLD) for the
contrast (reward > punishment; cope6.feat) were available for 57 partici-
pants. As the task design consisted in blocks of eight trials that were either
mostly associated with reward (75% of rewarded trials) or mostly associated
with a loss (75% of losing trials), the blocks were labeled “gain” and “loss,”
respectively. Contrasting activity from these two blocks identifies a general
difference between positive outcomes (gains) versus negative outcomes
(losses). We chose this contrast to establish relationships with reward, in
accordance with the initial purpose of the experimental paradigm used in
the HCP. In addition, we checked the opposite contrast to identify regions
that would be more specifically sensitive to punishment.

To obtain group statistics, second-level (group) analysis on volumes was
conducted using FMRIB’s Local Analysis of Mixed Effects stage 1, part of FSL
(version 5.0.8, https://fsl.fmrib.ox.ac.uk/fsl/fslwiki/). The main contrast of in-
terest, reward versus punishment, of each participant was entered into a
second-level random-effects analysis using a one-sample t test. Z statistic
images were thresholded using clusters determined by z > 2.3 and a cor-
rected cluster significance threshold of P = 0.05.

For clarity in the data visualization and for a better visual comparison with
resting-state data, we then projected the volume result on the averaged
MSMAll midthickness surface of all participants, using the “wb command” and
“volume to surface mapping” functions from the Connectome Workbench
(https://www.humanconnectome.org/software/connectome-workbench).

To test the asymmetry of reward-related activity, each individual z-stat
map corresponding to the reward versus punishment contrast was projected
onto its corresponding MSMAll surface. Then, the left and right data were
extracted from each hemisphere in the OMPFC. The individual unsigned

differences between the left and right z statistics in the OMPFC were com-
puted and then assessed for significance at the group level using permuta-
tion tests (see Statistical assessment).
fMRI data acquisition and processing in macaques. Awake animals were head-
fixed in a sphinx position in an MRI-compatible chair (Rogue Research).
MRI was collected using a 3T horizontal bore MRI clinical scanner and a
four-channel phased array receive coil in conjunction with a radial
transmission coil (Windmiller Kolster Scientific). Each loop of the coil had
an 8-cm diameter, which ensures a good coverage of the animal’s head.
Similar coils have been previously used for awake fMRI studies in primates
(40, 66, 67). The chair was positioned on the sliding bed of the scanner.
The receiver coils were placed on the side of the animal’s head with the
transmitter placed on top. An MRI-compatible screen (MRC) was placed
30 cm in front of the animal, and the image was projected on the screen
by a LX400 projector (Christie Digital Systems). Functional data were
acquired using a gradient-echo T2* echo planar imaging (EPI) sequence
with a 1.5 × 1.5 × 1.5 mm resolution, repetition time (TR) 2.28 s, echo
time (TE) 30 ms, and flip angle 90°. At the end of each session, proton
density-weighted images were acquired using a gradient-refocused
echo (GRE) sequence with a 1.5 × 1.5 × 1.5 mm resolution, TR 10 ms, TE
2.52 ms, and flip angle 25°. These images were later used for offline MRI
reconstruction.

Preprocessing was performed using tools from FSL (68), Advanced Nor-
malization Tools (http://stnava.github.io/ANTs) (69), HCP Workbench (70)
(https://www.humanconnectome.org/software/connectome-workbench), and
the Magnetic Resonance Comparative Anatomy Toolbox (https://github.com/
neuroecology/MrCat). First, T2* EPI images acquired during task performance
were reconstructed by an offline sensitivity encoding (SENSE) method that
achieved higher signal-to-noise and lower ghost levels than conventional
online reconstruction (71) (Offline_SENSE MatLab App, Windmiller Kolster
Scientific). A low-noise EPI reference image was created for each session,
to which all volumes were nonlinearly registered on a slice-by-slice basis
along the phase-encoding direction to correct for time-varying distortions
in the main magnetic field due to body and limb motion. The aligned and
distortion-corrected functional images were then nonlinearly registered
to each animal’s high-resolution structural images. A group-specific tem-
plate was constructed by registering each animal’s structural image to the
CARET macaque F99 space (71). Finally, the functional images were tem-
porally filtered (high-pass temporal filtering, 3-dB cutoff of 100 s) and
spatially smoothed (Gaussian spatial smoothing, full-width half-maximum
of 3 mm).
fMRI data analysis in macaques. To perform whole-brain statistical analyses we
used a univariate GLM framework as implemented in FSL FMRI Expert
Analysis Tool (FEAT) (72). At the first level, we constructed a GLM to com-
pute the parameter estimates for each regressor. The GLMs were constructed
based on the specific questions raised in each protocol and are detailed in SI
Appendix, Table S1. From protocol 1, we used the contrast reward versus no
reward, time-locked to the onset of feedback. For protocols 2, 3, and 4, we
used two contrasts linked to parametric modulators: expected reward level,
time-locked to the stimulus onset (or decision onset for protocol 4), and re-
ceived reward level, time-locked to reward delivery.

For each protocol and each contrast, the first-level z statistics of each
session in every monkey were extracted to compute the main effect of re-
ward (mixed-effect analysis). Then, each z-statistic volume was projected
onto left and right surfaces and used to compute the asymmetry of reward
representation in the OMPFC (linear mixed-effect models that include ran-
dom factor for protocol and monkeys).
rs-MRI data acquisition and processing in humans. The preprocessed 7T data were
downloaded from the HCP website. We selected the package called “Resting
State fMRI 1.6 mm/59k FIX-Denoised (compact),” which contained 1.6-mm
resolution data. The rs-fMRI acquisitions (including the use of leading-edge,
customized MRI hardware and acquisition software) and image processing
are covered in detail in refs. 70, 73, 74. After image preprocessing [primarily
using FSL (RRID SCR_002823) (68), FreeSurfer (RRID SCR_001847) (75), and
Connectome Workbench (76) software packages], the functional time series
are filtered, and artifacts are removed using an automated data-driven
approach that relies on Independent Component Analysis (ICA) decompo-
sition and hand-trained hierarchical classification (FMRIB’s ICA-based
X-noisifier [FIX]) (73). We concatenated the MSMAll data from the four
available resting-state sessions (de-meaned then concatenated) to obtain
one time series per participant.
rs-MRI data acquisition and processing in macaques. The 14 monkeys were
scanned under anesthesia to acquire resting-state data. fMRI and anatomical
scans were collected according to previously used protocols (77). Anesthesia
was induced using intramuscular injection of ketamine (10 mg/kg) combined

Table 1. Monkey ID and protocol details

Monkey
ID

rs-
MRI fMRI

Protocol
ID

Number
of

sessions

Number of
contrasts
of interest

1 1 0 — — —

2 1 0 — — —

3 1 1 4 12 2
4 1 1 1 10 1
5 1 1 1 10 1
6 1 1 1 10 1
7 1 1 1 10 1
8 1 0 — — —

9 1 0 — — —

10 1 1 4 13 2
11 1 0 — — —

12 1 0 — — —

13 1 1 2 12 2
3 11 2

14 1 1 2 11 2
3 10 2
4 11 2

Total 14 8 200 18
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with either xylazine (0.125 to 0.25 mg/kg) or midazolam (0.1 mg/kg) and
buprenorphine (0.01 mg/kg). Macaques also received injections of atropine
(0.05 mg/kg), meloxicam (0.2 mg/kg), and ranitidine (0.05 mg/kg). Anesthesia
was maintained with isoflurane. Isoflurane was selected because it has
been demonstrated that resting-state networks are still present using this
agent for anesthesia (78). The anesthetized animals were placed in an MRI-
compatible stereotactic frame (Crist Instrument) in a sphinx position within
a horizontal 3T MRI scanner with a full-size bore. The same coils as for
awake scans (fMRI data acquisition and processing in macaques) were used
for data acquisition. Whole-brain BOLD fMRI data were collected using the
following parameters: 36 axial slices, resolution of 1.5 × 1.5 mm, slice
thickness of 1.5 mm, TR of 2,280 ms, TE of 30 ms, 1,600 volumes. Structural
scans were acquired in the same session using a T1-weighted MP-rage se-
quence (no slice gap, 0.5 × 0.5 × 0.5 mm, TR of 2,500 ms, TE of 4.01 ms, and
128 slices).

The detailed preprocessing pipeline for the resting-state fMRI has been
described elsewhere (79, 80). Briefly, after reorientation to the same con-
vention for all functional EPI datasets, the first volumes were discarded to
ensure a steady radio frequency excitation state. EPI time series were
motion corrected using Motion Correction in FMRIB’s Linear Image Regis-
tration Tool (MCFLIRT) (81). Brain extraction, bias correction, and regis-
tration were achieved for the functional EPI datasets in an iterative
manner, and the mean of each functional dataset was registered to its
corresponding T1w image using rigid-body boundary-based registration
[FMRIB’s Linear Image Registration Tool, FLIRT (81, 82)]. EPI signal noise
was reduced in both the frequency and temporal domain. The functional
time series were high-pass filtered with a frequency cutoff at 2,000 s.
Temporally cyclical noise, for example, originating from the respiration
apparatus, was removed using band-stop filters set dynamically to noise
peaks in the frequency domain of the first three principal components of
the time series. To account for remaining global signal confounds we
considered the signal time series in white matter and meningeal com-
partments; there confound parameters were regressed out of the BOLD
signal for each voxel. Following this confound cleaning step, the time series
were low-pass filtered with a cutoff at 10 s. The data were transformed to
F99 and spatially smoothed using a 2-mm full-width at half-maximum
Gaussian kernel. Last, the data time series were de-meaned to prepare
for functional connectivity analyses.
rs-MRI data analysis. All analyses and statistics were conducted in MATLAB
2018b (MATLAB and Statistics Toolbox Release 2017a, The MathWorks, Inc.,
RRID SCR_001622, https://www.mathworks.com/) with in-house bespoke
scripts calling Workbench executables.

Group analyses using MELODIC’s (Multivariate Exploratory Linear Opti-
mized Decomposition into Independent Components) incremental group-
principal component analysis (PCA) (MIGP) were first conducted to investi-
gate the global patterns of asymmetry in the OMPFC. MIGP analysis corre-
sponds to a group PCA, as described in ref. 83. The brain activity time series
of each participant are sequentially included in a PCA analysis in order to
provide a close approximation to the full concatenation of all participant
time series, without large memory requirements. The output of this analysis
is a time series of similar size to an individual time series.
Network definition. In humans, to assess the connectivity of regions of interest
to the DMN and to the ExN, the names of the two networks were entered as a
topic term in https://www.neurosynth.org/, and the association (for the
DMN) and uniformity test (for the ExN) maps were downloaded. Maps were
then projected onto surfaces and thresholded for clusters bigger than
100 vertices.

In macaques, the networks were defined from the connectivity of bi-
lateral seeds in the anterior cingulate sulcus (DMN) and the midcingulate
sulcus (ExN).
Region of interest definition. Regions of interest (ROIs) were drawnmanually on
the vmPFC and the OFC, to cover a large portion of the OMPFC. The dorsal
medial boundary was delineated by an arbitrary horizontal line that runs
from the front of the brain to the genu of the corpus callosum. The ventral
surface of the frontal lobe was included from the frontal pole rostrally to the
anterior perforated substance caudally.
FCA coefficient. To investigate the asymmetry of connectivity between the left
and the right OMPFC, the FCA coefficient was computed as follows:

FCAIpsi =
∑m

j=1
⃒
⃒CWB

OL (j) − CWB
OR (j)

⃒
⃒

m
,

with m the number of vertices in the whole brain (WB) and CWB
OX (j) the

connectivity of every n vertices of the X (left or right) OMPFC with a vertex j

of the brain. FCA is a vector of n elements, graphically represented on the
heat maps in Fig. 2.

The stability of the measure was assessed by comparing four additional
ways of computing FCA. All measures converged toward the same result (SI
Appendix, Fig. S5).
Statistical assessment. The statistical validity of our results was assessed by
extracting variables of interest from each subject and testing for signifi-
cance at the group level using one-sample t tests. When assessing signifi-
cance of clusters on rs-MRI data, the FCA map was computed for every
subject. The main effect was then tested using one-sample Student t test
(two-tailed).

To assess the statistical validity of the RRA clusters in both humans and
monkeys, we used the Fisher randomization test (84) with 10,000 ran-
domizations of the RRA values (z-scored) of each subject. The maximal
cluster-level statistics (the sum of t values across contiguous points
passing a significance threshold of 0.01 [z = 2.3]) were extracted for each
shuffle to compute a null distribution of effect size across the OMPFC
mask. For each significant cluster in the original (nonshuffled) data,
we computed the proportion of clusters with higher statistics in the
null distribution, which is reported as the cluster-corrected P value
(pcorr) (85).
Anatomical MRI data acquisition and analyses. The preprocessed anatomical 7T
data were downloaded from the HCP website. We selected the package
called “Structural Preprocessed for 7T (1.6 mm/59k mesh),” which contained
1.6-mm resolution data, collected at 3T. In this package, myelin, curvature,
and cortical thickness maps are available for each subject, registered on
MSMAll, making those maps comparable with the connectivity maps. When
investigating the morphological features of the OMPFC, we extracted the
values of those maps for each subject and computed the mean of
each feature.
Control analyses. In both human and macaque fMRI and rs-MRI data, we
checked for hemispherical differences in the signal-to-noise ratio (SNR) in
the FA cluster. None of the difference in SNR was significant (all P > 0.05; SI
Appendix, Fig. S6).
Behavioral analyses. Open access behavioral data were downloaded from the
HCP website. Pearson correlation coefficients were computed between the
172 available behavioralmeasures and the individual FA coefficients (mean of
RRA and FCA coefficients). To account for multiple comparisons, we set the
significance threshold at P = 0.001.

We also checked in humans that there was no link between lateralization
and handedness or gender.
Neurosynth metaanalysis. We extracted the MNI coordinates of the FA cluster
and mirrored it to obtain one ROI for each hemisphere (left, x = −28, y = 44,
z = −12; right, x = 28, y = 44, z = −12). We entered those coordinates into
Neurosynth (https://neurosynth.org/) as locations and extracted two indi-
vidual seed-based variables linked to terms for each of them: the significant
z scores (associated to the seed) and the metaanalytic coactivation coeffi-
cients higher than 0.07 (regions coactivated with the seed). This resulted in a
list of terms for each seed. We removed the terms corresponding to the
name of brain structures (such as “OFC” or “orbitofrontal”) and then looked
for the values of terms present in both seeds and absent in one ROI but
present in the other one.

This procedure resulted in 2 terms for the z scores (reward and choices)
and 10 terms for the metaanalytic coactivation coefficients (food, reward,
value, taste, olfactory, monetary, pleasant, motivational, emotional, and
affective).

Data and Script Availability Statement. All human data are publicly available
from https://www.humanconnectome.org/study/hcp-young-adult.. Scripts
and data (human and macaque) supporting the results of our study are
available at Open Science Framework (https://osf.io/ybm4s) (86). Human
meta-analytical maps are available at Neurosynth (https://neurosynth.org/
locations/28_44_-12_6 and https://neurosynth.org/locations/-28_44_-12_6).

ACKNOWLEDGMENTS. Human data were provided by the Human Con-
nectome Project, WU-Minn Consortium (Principal Investigators David Van
Essen and Kamil Ugurbil; grant 1U54MH091657) funded by the 16 NIH
Institutes and Centers that support the NIH Blueprint for Neuroscience
Research, and by the McDonnell Center for Systems Neuroscience at
Washington University. Funding for this work was provided by the Well-
come Trust (grants 203139/Z/16/Z, WT100973AIA, 103184/Z/13/Z, 202831/Z/
16/Z, and 105238/Z/14/Z), the Medical Research Council (grants MR/
T023007/1, MR/P024955/1, and G0902373), the Bettencourt Schueller Foun-
dation, and Christ Church, University of Oxford. We are very grateful for
the care afforded to the animals by the veterinary and technical staff at the
University of Oxford.

28460 | www.pnas.org/cgi/doi/10.1073/pnas.2000759117 Lopez-Persem et al.

https://scicrunch.org/resolver/RRID:SCR_001622
https://www.mathworks.com/
https://www.neurosynth.org/
https://www.pnas.org/lookup/suppl/doi:10.1073/pnas.2000759117/-/DCSupplemental
https://www.pnas.org/lookup/suppl/doi:10.1073/pnas.2000759117/-/DCSupplemental
https://www.pnas.org/lookup/suppl/doi:10.1073/pnas.2000759117/-/DCSupplemental
https://www.pnas.org/lookup/suppl/doi:10.1073/pnas.2000759117/-/DCSupplemental
https://neurosynth.org/
https://www.humanconnectome.org/study/hcp-young-adult
https://osf.io/ybm4s
https://neurosynth.org/locations/28_44_-12_6
https://neurosynth.org/locations/28_44_-12_6
https://neurosynth.org/locations/-28_44_-12_6
https://www.pnas.org/cgi/doi/10.1073/pnas.2000759117


1. T. A. Stalnaker, N. K. Cooch, G. Schoenbaum, What the orbitofrontal cortex does not
do. Nat. Neurosci. 18, 620–627 (2015).

2. G. L. Dalton, N. Y. Wang, A. G. Phillips, S. B. Floresco, Multifaceted contributions by
different regions of the orbitofrontal and medial prefrontal cortex to probabilistic
reversal learning. J. Neurosci. 36, 1996–2006 (2016).

3. M. F. S. Rushworth, M. P. Noonan, E. D. Boorman, M. E. Walton, T. E. Behrens, Frontal
cortex and reward-guided learning and decision-making. Neuron 70, 1054–1069
(2011).

4. M. M. Chiavaras, M. Petrides, Orbitofrontal sulci of the human and macaque monkey
brain. J. Comp. Neurol. 422, 35–54 (2000).

5. M. M. Chiavaras, G. LeGoualher, A. Evans, M. Petrides, Three-dimensional probabilistic
atlas of the human orbitofrontal sulci in standardized stereotaxic space. Neuroimage
13, 479–496 (2001).

6. T. Kahnt, L. J. Chang, S. Q. Park, J. Heinzle, J.-D. Haynes, Connectivity-based parcel-
lation of the human orbitofrontal cortex. J. Neurosci. 32, 6240–6250 (2012).

7. S. Mackey, M. Petrides, Architecture and morphology of the human ventromedial
prefrontal cortex. Eur. J. Neurosci. 40, 2777–2796 (2014).

8. A. Lopez-Persem, L. Verhagen, C. Amiez, M. Petrides, J. Sallet, The human ventro-
medial prefrontal cortex: Sulcal morphology and its influence on functional organi-
zation. J. Neurosci. 39, 3627–3639 (2019).

9. L. K. Fellows, The role of orbitofrontal cortex in decision making: A component
process account. Ann. N. Y. Acad. Sci. 1121, 421–430 (2007).

10. F.-X. Neubert, R. B. Mars, J. Sallet, M. F. S. Rushworth, Connectivity reveals relation-
ship of brain areas for reward-guided learning and decision making in human and
monkey frontal cortex. Proc. Natl. Acad. Sci. U.S.A. 112, E2695–E2704 (2015).

11. C. Padoa-Schioppa, Orbitofrontal cortex and the computation of economic value.
Ann. N. Y. Acad. Sci. 1121, 232–253 (2007).

12. G. Schoenbaum, Y. Takahashi, T.-L. Liu, M. A. McDannald, Does the orbitofrontal
cortex signal value? Ann. N. Y. Acad. Sci. 1239, 87–99 (2011).

13. K. C. R. Fox et al., Changes in subjective experience elicited by direct stimulation of
the human orbitofrontal cortex. Neurology 91, e1519–e1527 (2018).

14. D. Tranel, A. Bechara, N. L. Denburg, Asymmetric functional roles of right and left
ventromedial prefrontal cortices in social conduct, decision-making, and emotional
processing. Cortex 38, 589–612 (2002).

15. E. Fouragnan, C. Retzler, M. G. Philiastides, Separate neural representations of pre-
diction error valence and surprise: Evidence from an fMRI meta-analysis. Hum. Brain
Mapp. 39, 2887–2906 (2018).

16. V. R. Karolis, M. Corbetta, M. Thiebaut de Schotten, The architecture of functional
lateralisation and its relationship to callosal connectivity in the human brain. Nat.
Commun. 10, 1417 (2019).

17. M. C. Corballis, What’s left in language? Beyond the classical model. Ann. N. Y. Acad.
Sci. 1359, 14–29 (2015).

18. M. Corbetta, G. L. Shulman, Spatial neglect and attention networks. Annu. Rev.
Neurosci. 34, 569–599 (2011).

19. P. M. Thompson et al., Cortical variability and asymmetry in normal aging and Alz-
heimer’s disease. Cereb. Cortex 8, 492–509 (1998).

20. G. Vallortigara, L. J. Rogers, A. Bisazza, Possible evolutionary origins of cognitive
brain lateralization. Brain Res. Brain Res. Rev. 30, 164–175 (1999).

21. D. Gaffan, S. Harrison, Auditory-visual associations, hemispheric specialization and
temporal-frontal interaction in the rhesus monkey. Brain 114, 2133–2144 (1991).

22. H. E. Heffner, R. S. Heffner, Temporal lobe lesions and perception of species-specific
vocalizations by macaques. Science 226, 75–76 (1984).

23. O. Joly et al., Processing of vocalizations in humans and monkeys: A comparative fMRI
study. Neuroimage 62, 1376–1389 (2012).

24. M. R. Petersen, M. D. Beecher, S. R. Zoloth, D. B. Moody, W. C. Stebbins, Neural lat-
eralization of species-specific vocalizations by Japanese macaques (Macaca fuscata).
Science 202, 324–327 (1978).

25. I. Kagan, A. Iyer, A. Lindner, R. A. Andersen, Space representation for eye movements
is more contralateral in monkeys than in humans. Proc. Natl. Acad. Sci. U.S.A. 107,
7933–7938 (2010).

26. D. M. Barch et al.; WU-Minn HCP Consortium, Function in the human connectome:
Task-fMRI and individual differences in behavior. Neuroimage 80, 169–189 (2013).

27. G. Grabner et al., “Symmetric atlasing and model based segmentation: An application
to the hippocampus in older adults” in Medical Image Computing and Computer-
Assisted Intervention 2006, Lecture Notes in Computer Science, R. Larsen, M. Nielsen,
J. Sporring, Eds. (Springer, 2006), pp. 58–66.

28. M. F. Glasser et al., A multi-modal parcellation of human cerebral cortex. Nature 536,
171–178 (2016).

29. S. Mackey, M. Petrides, Quantitative demonstration of comparable architectonic
areas within the ventromedial and lateral orbital frontal cortex in the human and the
macaque monkey brains. Eur. J. Neurosci. 32, 1940–1950 (2010).

30. P.-Y. Hervé, L. Zago, L. Petit, B. Mazoyer, N. Tzourio-Mazoyer, Revisiting human
hemispheric specialization with neuroimaging. Trends Cogn. Sci. (Regul. Ed.) 17,
69–80 (2013).

31. M. Gilson, R. Moreno-Bote, A. Ponce-Alvarez, P. Ritter, G. Deco, Estimation of directed
effective connectivity from fMRI functional connectivity hints at asymmetries of
cortical connectome. PLOS Comput. Biol. 12, e1004762 (2016).

32. M. Raemaekers, W. Schellekens, N. Petridou, N. F. Ramsey, Knowing left from right:
Asymmetric functional connectivity during resting state. Brain Struct. Funct. 223,
1909–1922 (2018).

33. M. Thiebaut de Schotten et al., A lateralized brain network for visuospatial attention.
Nat. Neurosci. 14, 1245–1246 (2011).

34. M. R. Geddes, A. Tsuchida, V. Ashley, D. Swick, L. K. Fellows, Material-specific inter-
ference control is dissociable and lateralized in human prefrontal cortex. Neuro-
psychologia 64, 310–319 (2014).

35. R. J. Davidson, Affective neuroscience and psychophysiology: Toward a synthesis.
Psychophysiology 40, 655–665 (2003).

36. J. O’Doherty, H. Critchley, R. Deichmann, R. J. Dolan, Dissociating valence of outcome
from behavioral control in human orbital and ventral prefrontal cortices. J. Neurosci.
23, 7931–7939 (2003).

37. J. P. O’Doherty, P. Dayan, K. Friston, H. Critchley, R. J. Dolan, Temporal difference
models and reward-related learning in the human brain. Neuron 38, 329–337 (2003).

38. P. L. Remijnse, M. M. A. Nielen, H. B. M. Uylings, D. J. Veltman, Neural correlates of a
reversal learning task with an affectively neutral baseline: An event-related fMRI
study. Neuroimage 26, 609–618 (2005).

39. C. Amiez, J. Sallet, E. Procyk, M. Petrides, Modulation of feedback related activity in
the rostral anterior cingulate cortex during trial and error exploration. Neuroimage
63, 1078–1090 (2012).

40. B. K. H. Chau et al., Contrasting roles for orbitofrontal cortex and amygdala in credit
assignment and learning in macaques. Neuron 87, 1106–1118 (2015).

41. J. D. Howard, J. A. Gottfried, P. N. Tobler, T. Kahnt, Identity-specific coding of future
rewards in the human orbitofrontal cortex. Proc. Natl. Acad. Sci. U.S.A. 112,
5195–5200 (2015).

42. J. D. Howard, T. Kahnt, Identity-specific reward representations in orbitofrontal
cortex are modulated by selective devaluation. J. Neurosci. 37, 2627–2638 (2017).

43. S. Charron, E. Koechlin, Divided representation of concurrent goals in the human
frontal lobes. Science 328, 360–363 (2010).

44. P. Sacré et al., Risk-taking bias in human decision-making is encoded via a right-left
brain push-pull system. Proc. Natl. Acad. Sci. U.S.A. 116, 1404–1413 (2019).

45. R. Ouerchefani, N. Ouerchefani, P. Allain, M. R. Ben Rejeb, D. Le Gall, Contribution of
different regions of the prefrontal cortex and lesion laterality to deficit of decision-
making on the Iowa Gambling Task. Brain Cogn. 111, 73–85 (2017).

46. J. A. Gottfried, J. O’Doherty, R. J. Dolan, Encoding predictive reward value in human
amygdala and orbitofrontal cortex. Science 301, 1104–1107 (2003).

47. S. Palminteri, T. Boraud, G. Lafargue, B. Dubois, M. Pessiglione, Brain hemispheres
selectively track the expected value of contralateral options. J. Neurosci. 29,
13465–13472 (2009).

48. E. D. Boorman, V. G. Rajendran, J. X. O’Reilly, T. E. Behrens, Two anatomically and
computationally distinct learning signals predict changes to stimulus-outcome asso-
ciations in hippocampus. Neuron 89, 1343–1354 (2016).

49. W. D. Hopkins, M. Misiura, S. M. Pope, E. M. Latash, Behavioral and brain asymmetries
in primates: A preliminary evaluation of two evolutionary hypotheses. Ann. N. Y.
Acad. Sci. 1359, 65–83 (2015).

50. H.-Y. Wey et al., Multi-region hemispheric specialization differentiates human from
nonhuman primate brain function. Brain Struct. Funct. 219, 2187–2194 (2014).

51. N. Eichert et al., What is special about the human arcuate fasciculus? Lateralization,
projections, and expansion. Cortex 118, 107–115 (2019).

52. R. E. Passingham, K. E. Stephan, R. Kötter, The anatomical basis of functional locali-
zation in the cortex. Nat. Rev. Neurosci. 3, 606–616 (2002).

53. R. B. Mars et al., On the relationship between the “default mode network” and the
“social brain”. Front. Hum. Neurosci. 6, 189 (2012).

54. R. M. Jones et al., Behavioral and neural properties of social reinforcement learning.
J. Neurosci. 31, 13039–13045 (2011).

55. M. P. Noonan et al., Separate value comparison and learning mechanisms in macaque
medial and lateral orbitofrontal cortex. Proc. Natl. Acad. Sci. U.S.A. 107, 20547–20552
(2010).

56. M. E. Raichle, The brain’s default mode network. Annu. Rev. Neurosci. 38, 433–447
(2015).

57. M. D. Fox et al., The human brain is intrinsically organized into dynamic, anti-
correlated functional networks. Proc. Natl. Acad. Sci. U.S.A. 102, 9673–9678 (2005).

58. S. T. Carmichael, J. L. Price, Connectional networks within the orbital and medial
prefrontal cortex of macaque monkeys. J. Comp. Neurol. 371, 179–207 (1996).

59. D. Ongür, X. An, J. L. Price, Prefrontal cortical projections to the hypothalamus in
macaque monkeys. J. Comp. Neurol. 401, 480–505 (1998).

60. D. Ongür, J. L. Price, The organization of networks within the orbital and medial
prefrontal cortex of rats, monkeys and humans. Cereb. Cortex 10, 206–219 (2000).

61. S. Hirose et al., Lateral-medial dissociation in orbitofrontal cortex-hypothalamus
connectivity. Front. Hum. Neurosci. 10, 244 (2016).

62. Y. Cohen, D. A. Wilson, Task-correlated cortical asymmetry and intra- and inter-
hemispheric separation. Sci. Rep. 7, 14602 (2017).

63. E. F. Fouragnan et al., The macaque anterior cingulate cortex translates counterfac-
tual choice value into actual behavioral change. Nat. Neurosci. 22, 797–808 (2019).

64. N. Khalighinejad et al., A basal forebrain-cingulate circuit in macaques decides it is
time to act. Neuron 105, 370–384.e8 (2020).

65. S. M. Smith et al., Advances in functional and structural MR image analysis and im-
plementation as FSL. Neuroimage 23 (suppl. 1), S208–S219 (2004).

66. H. Kolster, T. Janssens, G. A. Orban, W. Vanduffel, The retinotopic organization of
macaque occipitotemporal cortex anterior to V4 and caudoventral to the middle
temporal (MT) cluster. J. Neurosci. 34, 10168–10191 (2014).

67. G. K. Papageorgiou et al., Inverted activity patterns in ventromedial prefrontal cortex
during value-guided decision-making in a less-is-more task. Nat. Commun. 8, 1886
(2017).

68. M. Jenkinson, C. F. Beckmann, T. E. J. Behrens, M. W. Woolrich, S. M. Smith, FSL.
Neuroimage 62, 782–790 (2012).

69. N. J. Tustison, B. B. Avants, Explicit B-spline regularization in diffeomorphic image
registration. Front. Neuroinf. 7, 39 (2013).

70. M. F. Glasser et al.; WU-Minn HCP Consortium, The minimal preprocessing pipelines
for the Human Connectome Project. Neuroimage 80, 105–124 (2013).

71. H. Kolster et al., Visual field map clusters in macaque extrastriate visual cortex.
J. Neurosci. 29, 7031–7039 (2009).

Lopez-Persem et al. PNAS | November 10, 2020 | vol. 117 | no. 45 | 28461

N
EU

RO
SC

IE
N
CE



72. M. W. Woolrich, B. D. Ripley, M. Brady, S. M. Smith, Temporal autocorrelation in
univariate linear modeling of FMRI data. Neuroimage 14, 1370–1386 (2001).

73. S. M. Smith et al.; WU-Minn HCP Consortium, Resting-state fMRI in the Human
Connectome Project. Neuroimage 80, 144–168 (2013).
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