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Over the last 25 years, “mindblindness” (deficits in representing mental states) has been one of the primary
explanations behind the hallmark social-communication difficulties in autism spectrum conditions (ASC).
However, highlighting neural systems responsible for mindblindness and their relation to variation in social
impairments has remained elusive. In this study we show that one of the neural systems responsible for
mindblindness in ASC and its relation to social impairments is the right temporo-parietal junction (RTPJ). Twenty-
nine adult males with ASC and 33 age and IQ-matched Controls were scanned with fMRI while making reflective
mentalizing or physical judgments about themselves or another person. Regions of interest within mentalizing
circuitry were examined for between-group differences in activation during mentalizing about self and other and
correlations with social symptom severity. RTPJ was the only mentalizing region that responded atypically in ASC.
In Controls, RTPJ was selectively more responsive to mentalizing than physical judgments. This selectivity for
mentalizingwas not apparent in ASC and generalized across both self and other. Selectivity of RTPJ formentalizing
was also associated with the degree of reciprocal social impairment in ASC. These results lend support to the idea
that RTPJ is one important neural system behindmindblindness in ASC. Understanding the contribution of RTPJ in
conjunctionwith other neural systems responsible for other component processes involved in social cognitionwill
be illuminating in fully explaining the hallmark social-communication difficulties of autism.
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Introduction

A hallmark of autism spectrum conditions (ASC) are marked
impairments in reciprocal social interaction. At the cognitive level,
one theory that can help explain such difficulties is the “mind-
blindness” theory of autism (Baron-Cohen, 1995; Frith, 2001).
Mindblindness makes three predictions about the mechanisms
involved in social-communication difficulties in ASC. First, there are
underlying impairments in domain-specific mechanisms for repre-
senting mental state information. Second, deficits in these mecha-
nisms generalize across the case of whether the target of the mental
state is self or other. Third, impairment in domain-specific mecha-
nisms for representing mental state information should be related to
variation in reciprocal social impairment.

While behavioral studies have documented mentalizing impair-
ments in autism, it has been difficult to take such information and tie
it directly to the specific underlying neural systems involved in
representing mental states. However, functional neuroimaging pro-
vides an opportunity to gain insight into the underlying neural
systems involved in mindblindness. While there have been several
neuroimaging studies on mentalizing in autism, they vary on many
levels. This variation makes it difficult to tie directly back to the main
predictions of the mindblindness theory (i.e. a deficit in domain-
specific mechanisms for representing mental state information,
applied to both self and other, and that such deficits relate back to
variation in social impairment). For example, the types of tasks used
to elicit mental state representation, vary greatly from study to study;
from reading prosodic and nonverbal cues (Tesink et al., 2009; Wang
et al., 2006, 2007), reading information from the eyes (Baron-Cohen
et al., 1999), automatically attributing mental states to moving
geometric shapes (Castelli et al., 2002; Kana et al., 2009), stories
eliciting belief representation (Happé et al., 1996), narratives with
demands for representing intentions (Mason et al., 2008), making
judgments about “psychological traits” (Kennedy and Courchesne,
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Table 1
Participant characteristics.

Variable Controls ASC p-Value

N 33 29 –

Age – – –

Range 18-42 18-41 –

Mean 27.97 (6.10) 26.59 (7.04) 0.42
VIQ 110.79 (12.03) 112.93 (15.56) 0.54
PIQ 118.52 (11.37) 112.31 (16.90) 0.09
FIQ 116.27 (11.63) 114.14 (16.43) 0.55
ADI-R – – –

Social N/A 18.07 (5.07) –

Communication N/A 15.17 (4.24) –

Repetitive N/A 5.97 (2.76) –

AQ 15.24 (6.89) 32.59 (8.20) 8.19×10−13

TAS 42.88 (10.66) 59.28 (9.84) 4.44×10−8

Abbreviations: ASC, autism spectrum condition; VIQ, verbal IQ; PIQ, performance IQ;
FIQ, full-scale IQ; ADI-R, Autism Diagnostic Interview-Revised; AQ, Autism Spectrum
Quotient; TAS, Toronto Alexithymia Scale.

1833M.V. Lombardo et al. / NeuroImage 56 (2011) 1832–1838
2008), judging whether the experimenter was being helpful or
unhelpful (Gilbert et al., 2009), judging trustworthiness from faces
(Pinkham et al., 2008), and making introspective emotion judgments
versus judging the color of pictures (Silani et al., 2008). This wide
variability may account for some of the lack of consistency across
studies. The most replicable result appears to be hypoactivation of the
dorsomedial prefrontal cortex (dMPFC) (Castelli et al., 2002; Happé
et al., 1996; Kana et al., 2009; Kennedy and Courchesne, 2008; Silani
et al., 2008; Wang et al., 2007). However, because of the marked
variability amongst tasks it is hard to explain why other studies did
not observe the same effect (Baron-Cohen et al., 1999; Gilbert et al.,
2009; Mason et al., 2008; Pinkham et al., 2008; Tesink et al., 2009;
Wang et al., 2006). Finally, with respect to tasks, it is not always
apparent that the task used in any individual study can elicit
engagement of all regions within the standard mentalizing circuit;
that is, medial prefrontal cortex (MPFC), posterior cingulate cortex/
precuneus (PCC), and bilateral temporo-parietal junction (RTPJ, LTPJ)
(e.g., (Amodio and Frith, 2006; Frith and Frith, 2003; Jenkins and
Mitchell, 2010; Saxe and Powell, 2006; Saxe et al., 2009)). This point is
particularly important, because without a task that can elicit
engagement of various regions within the mentalizing circuit in the
comparison group, it is hard to tell whether these areas would have
been sensitive to any real impairments if given a sensitive enough
task. It is also particularly noteworthy that sample sizes of existing
studies tend to be relatively low (range=5–24; mean Control
n=14.72; mean ASC n=14.63) and that not all studies directly
investigate whether atypical neural systems involved in mentalizing
relate to variation on clinical measures of social impairment.

Acknowledging these difficulties is an important first step if we are
to attempt to gain a clearer understanding ofwhich neural systems are
specifically implicated in “mindblindness” in ASC. It is important that
we do this because there are likely to be many component processes
affecting the phenotypic variability in autistic social impairment (e.g.,
mindblindness, self-referential processes, face-processing, emotion,
etc.) (Lombardo and Baron-Cohen, 2011, 2010; Lombardo et al.,
2011). By identifying specific neural systems that can account for
these component processes (mindblindness being one of these
component processes) we are in a better position to shed insight
into the mechanisms that lead to autism (Happé et al., 2006;
Lombardo et al., 2011).

In this study we directly address the main three predictions of
mindblindness in ASC; that is, which neural systems are responsible
for the domain-specific impairments in representing mental state
information, whether deficits are observed across both self and other,
and how (if at all) does the atypical functioning of these neural
systems relate to variation on clinical measures of social impairment?
We employ a mentalizing task known to elicit robust activation of the
mentalizing circuit across both self and other in the general
population (Lombardo et al., 2010b) and which is constrained to
being selective to the demands of representing mental state
information while holding constant semantic and social judgment
demands and controlling for the target for which the judgment is
about (self or other). Furthermore, our sample size is double that of
the average sample size observed in existing studies, thus increasing
statistical power to detect more subtle effects. Finally, we directly
investigate whether any atypical neural systems involved in menta-
lizing are related variation on clinical measures of social impairment.

We predict that areas known to be involved inmentalizing, such as
bilateral TPJ, PCC, and MPFC (Mitchell et al., 2005; Saxe and
Kanwisher, 2003; Saxe and Powell, 2006; Saxe et al., 2009), would
be less selective for representing mental state information in ASC.
Furthermore, this decreased specialization formentalizing should be a
main effect of mentalizing and generalize across self and other, rather
than being target-specific. Finally, decreased specialization for
mentalizing should be associated with variation on clinical measures
of reciprocal social impairment.
Materials and methods

Participants

Thirty-three typical adult males (mean age 27.97 years±6.10 SD,
range 18–42) and 33 male adults with ASC (mean age 26.59 years±
7.04 SD, range 18–41) participated in this study. Both groups were
matchedon age and all subscales of theWechsler Abbreviated Scales of
Intelligence (Weschler, 1999) (see Table 1). ASC participants were all
clinically diagnosed by ICD-10 criteria as Asperger syndrome (ICD-10,
1994). The Toronto Alexithymia Scale (Bagby et al., 1994), Autism
SpectrumQuotient (AQ) (Baron-Cohenet al., 2001), AutismDiagnostic
Interview-Revised (ADI-R) (Lord et al., 1994), and module 4 of the
Autism Diagnostic Observation Schedule (ADOS) (Lord et al., 2000)
were administered to participants before the fMRI session. Diagnosis
was confirmed for 30/33 participants on the ADI-R. The remaining
three participants who were subthreshold on the ADI-R were 1 point
below the cut-off on the Repetitive Behavior domain. However, these
participants were included since theymet ADOS criteria, scored above
the cut-off of 26 on the Autism Spectrum Quotient (AQ) (Woodbury-
Smith et al., 2005), andwere diagnosed by experienced clinicians. Due
to movement artifact (3 ASC participants) and stimulus delivery
equipmentmalfunction (1ASCparticipant), data for 4ASCparticipants
were excluded, and the remaining 29 ASC participants were reported
in all subsequent analyses. See Table 1 for participant characteristics.
Informed consent was obtained for all participants in accord with
procedures approved by the Suffolk Local Research Ethics Committee.
All participantswere native English speakerswith normal or corrected
vision and were right-handed. Activation analyses from this cohort
have been previously reported elsewhere (Lombardo et al., 2010a,b).
However, the specific comparisons reported in this paper regarding
between-group differences in mentalizing contrasts and relationships
with social impairments have not been reported previously.

Task design

The study design was a 2×2 within-subjects factorial block design
where participants were asked tomake either reflective “Mentalizing”
or “Physical” judgments about two target individuals; the “Self” or a
familiar non-close “Other” (the British Queen). For Self-Mentalizing
blocks (SM), participants judged on a scale from 1 to 4 (where 1=not
at all likely and 4=very likely) how likely they themselves would
agree with opinion questions that focused on mental characteristics
(e.g., “How likely are You to think that keeping a diary is important”).
On Other-Mentalizing blocks (OM), the same mentalizing judgments
were made, except this time it was in reference to how likely the
British Queen would agree with the opinion questions (e.g., “How
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likely is the Queen to think that keeping a diary is important”). During
Self-Physical blocks (SP), participants judged how likely they would
agree to opinion questions about their own physical characteristics
(e.g., “How likely are You to have bony elbows?”). Conversely, the
same physical judgments were made during Other-Physical blocks
(OP), except that participants rated these questions with the Queen as
the target person (e.g., “How likely is the Queen to have bony
elbows”). All opinion questions were acquired from Jason Mitchell's
lab and have been used in previous studies on reflective mentalizing
judgments of the self and others that reliably elicit robust and
consistent activity in mentalizing neural circuits (Jenkins et al., 2008;
Mitchell et al., 2006). Stimuli did not differ per condition in the
number of characters, syllables, frequency, or valence.

All participants completed one scanning session with one func-
tional imaging run. Within this run there were 20 trials within each
condition and 5 blocks per condition. Each trial type was presented in
blocks of 4 trials and the trial-durationwas 4 seconds each (16 seconds
per block). After each block there was a rest period of 16 seconds
where participants fixated on a cross in the middle of the screen and
were instructed to relax. All trials within blocks and all blocks
throughout the functional run were presented in pseudorandom
order. Stimulus presentation was implemented with DMDX software
and the stimulus presentation computer was synchronized with the
onset of the functional run to ensure accuracy of event timing.

fMRI acquisition

Imaging was performed on a 3T GE Signa Scanner (General Electric
Medical Systems, Milwaukee, WI) at the Cambridge Magnetic
Resonance Imaging and Spectroscopy Unit (MRIS Unit). Our func-
tional imaging run consisted of 325 whole-brain functional T2*-
weighted echoplanar images (EPI) (slice thickness, 3 mm; 0.8 mm
skip; 33 axial slices; repetition time (TR), 2000 ms; echo time (TE),
30 ms; flip angle 90°; matrix, 64×64; field of view (FOV), 240 mm;
sequential slice acquisition). The first 5 timepoints of the run were
discarded to allow for T2 stabilization effects. In addition, a high-
resolution 3-D spoiled gradient (SPGR) anatomical image was
acquired for each subject for registration purposes.

Data analysis

Behavioral and ROI data were analyzed in SPSS 16 (http://www.
spss.com). fMRI data preprocessing and first-level statistics were
implemented in SPM5 (Wellcome Trust Centre for Neuroimaging,
http://www.fil.ion.ucl.ac.uk/spm). The preprocessing steps were
identical to those in previous reports (Lombardo et al., 2010a,b):
slice-timing correction, realignment to the mean functional image,
coregistration of the functional data with a high-resolution SPGR,
segmentation of the SPGR, normalization into standard anatomical
space (MNI) by applying the transformations estimated from the
segmentation step, and spatial smoothing with an 8 mm full width
half maximum (FWHM) Gaussian kernel.

First-level analyses were performed using the general linear model in
SPM5. Each trial was convolved with the canonical hemodynamic
response function. High-pass temporal filtering with a cut-off of 128
secondswas applied to remove low frequency drift in the time-series and
global changes were removed by proportional linear scaling. Serial
autocorrelations were estimated with a restricted maximum likelihood
algorithm with an autoregressive model of order 1. Parameter estimate
images foreachconditionaswell as contrast imageswereoutput fromthis
first-level analysis.

In second-level group analyses, between-group differences in
mentalizing activity were assessed within independently selected
regions of interests (ROI) in vMPFC, dMPFC, RTPJ, LTPJ, and PCC. ROIs
were constructed from quantitative meta-analytic maps generated
from the coordinates of 41 functional neuroimaging studies of
mentalizing or theory of mind that employ verbal stimuli (e.g.,
reading sentences, vignettes/stories). See Supplementary Materials
for more details on the meta-analysis. Local percent signal change
(PSC) was computed for each ROI within each subject in the following
fashion: Local PSC=Beta(Task)×100/Beta(Constant); where Beta
(Task) is the mean parameter estimate within the ROI from the
condition of interest (e.g., SM) and Beta(Constant) is the mean beta
value within the ROI from the constant term within the GLM.

A repeated-measures ANOVA was examined for a 4-way
interaction between Region (5 levels), Group (2 levels), Target (2
levels), and Judgment (2 levels) and 3-way interactions between
Region×Group× Judgment, Region× Target × Judgment, and
Group×Judgment×Target. If there were any interactions with
Region, separate follow-up ANOVAs for each region were done to
discern the nature of the interaction. These follow-up tests were
repeated-measures ANOVAs examining a 3-way interaction of
Group×Target×Judgment, 2-way interaction of Group×Judgment,
2-way interaction of Target×Judgment, or main-effects of Group or
Judgment. The Group×Target interaction and main-effect of Target
are not reported as they have already been assessed and reported in
a previous paper on the same dataset and are not relevant for the
purposes of the present analysis (Lombardo et al., 2010a). If
interaction effects were significant, follow-up tests within each
group were used to characterize the nature of the interaction.

Finally, to characterize the relationships between neural response
tomentalizing about self and other and individual differences in social
impairments, regression analyses were implemented using ADI-R and
ADOS social subscore as independent variables. These regressions
were done independently on the orthogonal contrasts of SMNSP and
OMNOP in order to check the consistency of any correlations across
the target of the mental state. The meta-analytic ROIs were again used
for these analyses. However, because the ROIs were optimized for
testing questions about group-differences instead of correlations with
social impairment in ASC, we used the ROIs to constrain the search
space for voxel-wise correlations rather than averaging within the ROI
and then computing the correlation. Correlations were significant if
they passed correction for multiple comparisons using small-volume
correction at pb0.05 FWE (Friston, 1997; Worsley et al., 1996).

Results

Behavioral data

Behavioral data for task performance on the fMRI paradigmhas been
reported elsewhere (Lombardo et al., 2010a). Briefly reiterating these
results for the specific comparisons of interest in this study (mentalizing
vs. physical judgments), there was no significant interaction effect of
Group×Judgment type (relevance rating, pN0.40; reaction-time,
pN0.95), thus demonstrating that groups responded similarly while
making mentalizing and physical judgments.

fMRI data

Our primary analysis was a repeated-measures ANOVA among 4
factors: Region (5 levels), Group (2 levels), Target (2 levels), and
Judgment (2 levels). The 4-way Region×Group×Target×Judgment
interaction was not significant (Wilks' Lambda=0.936, Fexact(4,57)=
0.940, p=0.448). Also not significant were the 3-way interactions of
Region×Target×Judgment (Wilks’ Lambda=0.858, Fexact(4,57)=
2.356, p=0.064) and Group×Judgment×Target (Wilks’ Lambda=
0.999, Fexact(4,57)=0.039, p=0.844). However, the Region ×
Group×Judgment interaction was significant (Wilks' Lambda=0.827,
Fexact(4,57)=2.989, p=0.026). This signals that there is some regional
specificity in group-differences in mentalizing. In order to discern the
nature of this interaction, follow-up ANOVAs were done separately for
each region.
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Table 2
Descriptive statistics for ROI analyses.

Region Controls ASC

SM SP OM OP SM SP OM OP

RTPJ −0.303 (0.168) −0.356 (0.141) −0.239 (0.179) −0.292 (0.180) −0.284 (0.218) −0.313 (0.222) −0.245 (0.215) −0.219 (0.175)
LTPJ −0.159 (0.223) −0.203 (0.246) −0.157 (0.242) −0.172 (0.245) −0.126 (0.287) −0.191 (0.255) −0.153 (0.225) −0.199 (0.205)
PCC −0.238 (0.164) −0.338 (0.125) −0.201 (0.151) −0.266 (0.155) −0.238 (0.234) −0.339 (0.248) −0.236 (0.192) −0.287 (0.261)
vMPFC −0.153 (0.307) −0.305 (0.248) −0.320 (0.263) −0.470 (0.309) −0.070 (0.578) −0.286 (0.566) −0.159 (0.652) −0.326 (0.547)
dMPFC −0.014 (0.290) −0.058 (0.248) −0.025 (0.251) −0.049 (0.250) −0.058 (0.313) −0.120 (0.268) −0.320 (0.293) −0.187 (0.247)

Values are mean percentage signal change with standard deviations in parentheses. Abbreviations: ASC, autism spectrum condition; SM, self-mentalizing; SP, self-physical; OM,
other-mentalizing; OP, other-physical; RTPJ, right temporo-parietal junction; LTPJ, left temporo-parietal junction; PCC, posterior cingulate cortex/precuneus; vMPFC, ventromedial
prefrontal cortex; dMPFC, dorsomedial prefrontal cortex.

Table 3
ANOVA statistics for each ROI.

Region Group×Target×Judgment Target×Judgment Group×Judgment Judgment (Main Effect) Group (Main Effect)

RTPJ F(1,60)=0.987, p=0.324 F(1,60)=1.051, p=0.309 F(1,60)=3.99, p=0.05 F(1,60)=4.275, p=0.043 F(1,60)=0.604, p=0.440
LTPJ F(1,60)=0.024, p=0.878 F(1,60)=0.704, p=0.405 F(1,60)=0.723, p=0.399 F(1,60)=7.671, p=0.007 F(1,60)=0.011, p=0.918
PCC F(1,60)=0.098, p=0.755 F(1,60)=3.090, p=0.084 F(1,60)=0.054, p=0.817 F(1,60)=31.041, p=6.36×10-7 F(1,60)=0.105, p=0.747
vMPFC F(1,60)=0.244, p=0.623 F(1,60)=0.292, p=0.591 F(1,60)=0.584, p=0.448 F(1,60)=42.176, p=1.81×10-8 F(1,60)=0.919, p=0.341
dMPFC F(1,60)=0.620, p=0.434 F(1,60)=2.455, p=0.122 F(1,60)=1.290, p=0.261 F(1,60)=14.485, p=3.34×10-4 F(1,60)=1.709, p=0.196

Abbreviations: RTPJ, right temporo-parietal junction; LTPJ, left temporo-parietal junction; PCC, posterior cingulate cortex/precuneus; vMPFC, ventromedial prefrontal cortex;
dMPFC, dorsomedial prefrontal cortex.
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Among all 5 regions, there were no Group×Target×Judgment
interactions (all pN0.32), Target×Judgment interactions (all pN0.08),
or main effects of Group (all pN0.19) (see Table 2 for descriptive
statistics and Table 3 for full reporting of follow-up ANOVA statistics for
each ROI). There were also no Group×Judgment interactions in vMPFC,
dMPFC, LTPJ, and PCC. However, RTPJ exhibited a significant Group×-
Judgment interaction (F(1,60)=3.99, p=0.05). Follow-up tests within
each group confirmed that this interaction was driven by a significant
main effect of Judgment (e.g., MentalizingNPhysical) in Controls (F
(1,32)=13.853, p=0.001), and a non-significant effect in ASC (e.g.,
Mentalizing=Physical) (F(1,28)=0.002, p=0.969). Broken down into
the simple effects (for self and other) within each group, it is apparent
that RTPJ is selective tomental state information inControls for both self
(SMNSP: t(32)=2.161, p=0.038) and other (OMNOP: t(32)=2.661,
p=0.012), but not in ASC (SMNSP: t(28)=1.042, p=0.306; OMNOP: t
(28)=−0.770, p=0.447) (see Fig. 1A). Finally, corroborating the
Fig. 1. Decreased RTPJ specialization for mentalizing in ASC. A) Bar graph plotting results fro
Other (blue). Error bars depict±1 standard error of the mean (SEM). Mentalizing judgments
Controls is more active for mentalizing than physical judgments across both self and other. T
whole-brain random-effects analysis of group-differences during the main effect con
(e.g., ControlsNASC). The independently selected ROI in RTPJ used for the ROI analysis (wh
correspondence between these two types of analyses.
general fact that the task elicits strong recruitment of all mentalizing
ROIs, we found a significant main effect of Judgment in all ROIs in the
direction of MentalizingNPhysical (all pb0.05, see Table 3).

Given that the nature of an ROI analysis is based on assuming a
location and then estimating the effect size from that assumed location,
we followed these analyses with whole-brain random-effects analyses
that do not assume a location, in order to establish correspondence
between the two types of analyses. Thewhole-brain analysis consisted of
testing for a between-group difference in the main effect contrast of
MentalizingNPhysical in a 2nd level random-effects analysis and was
thresholded in SPM8 at a topological FDR cluster-corrected level of
qb0.05 (Chumbley et al., 2010). A largely right-lateralized cluster was
observed as hypoactive in ASC compared to Controls (i.e. ControlsNASC).
This cluster coveredmuchof theventral portionof theRTPJmeta-analytic
ROI (see Fig. 1B), aswell as a goodmajority of themid/posterior superior
temporal gyrus and sulcus, posteriormiddle temporal gyrus, inferior and
m an ROI analysis of RTPJ. Percent signal change is plotted on the y-axis for Self (red) or
are depicted in solid bars while Physical judgments are shown as outlined bars. RTPJ in

his specialization for responding more to mentalizing is absent in ASC. B) Results from a
trast of MentalizingNPhysical. All areas shown in orange are hypoactive in ASC
ite voxels) is overlaid on the whole-brain group-difference map in order to show the



Fig. 2. Correlation between RTPJ specialization for mentalizing and social impairment
measured by the ADI-R. Scatterplot showing the relationship between RTPJ speciali-
zation for mentalizing and social impairment measured by the ADI-R. Contrast values
are plotted on the y-axis and values above 0 indicate more specialization for
mentalizing than physical judgments. Values near 0 on the y-axis indicate no
preference for mentalizing or physical judgments. Values less than 0 indicate more
preference for physical judgments compared to mentalizing. ADI-R social symptom
severity is plotted on the x-axis, and increasing values indicates increasing social
impairment. Red dots denote values from the contrast of self-mentalizing versus self-
physical judgments (SMNSP), while blue dots denote values from the contrast of other-
mentalizing versus other-physical judgments (OMNOP).
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superior parietal lobule, precuneus, pre- and postcentral gyrus, posterior
middle frontal gyrus, and posterior/mid-insula.

Correlations with social impairment

Among the independently selected mentalizing ROIs, only voxels
in RTPJ were significantly correlated with social symptom severity on
the ADI-R at the level of small-volume correction (p(SVC-FWE)b0.05)
for each individual analysis and at an overall Bonferroni-corrected
threshold of pb0.0025 for each peak p-value for all 20 ROI-symptom-
severity comparisons (e.g., 5 regions×2 contrasts×2 symptom
measures). This correlation was observed for both SMNSP (MNI
x=52 , y=−62, z=28; t=3.64, p(SVC-FWE)=0.041, p(peak voxel)=
0.001) and OMNOP (MNI x=54, y=−58, z=24; t=3.74, p(SVC-
FWE)=0.031, p(peak voxel)=0.0004) (see Fig. 2). Individuals with ASC
who were most socially impaired had RTPJ responses that were least
selective for mental state information, while those who were least
socially impaired had RTPJ responses that were relatively more
selective for mental state information. No ROIs were correlated with
ADOS social symptom severity across SMNSP or OMNOP.

Discussion

This study assessed three fundamentally important questions
relevant to the mindblindness theory of autism. First, we wanted to
know which neural systems are responsible for the domain-specific
difficulties in representing mental state information in autism.
Second, we assessed whether such atypical neural systems for
mentalizing are atypical both when the target of mentalizing is self
or other. Third, we investigated how (if at all) such atypical neural
mentalizing systems relate to variation on clinical measures of social
impairment. We found that RTPJ functions atypically in ASC and this
atypical functioning correlates with reciprocal social impairment. In
Controls, RTPJ was functionally specialized for judgments that require
representation of mental state information. This specialization for
mental state information also generalized across the cases of whether
the target is self or other. In ASC, this functional specialization was
completely absent. RTPJ responded similarly to both mentalizing or
physical judgments and this lack of specialization for mentalizing
correlated with degree of social impairment.

These results are particularly striking in light of the fact that RTPJ is
one of the primary candidate regions involved specifically in
representing mental state information. In adulthood RTPJ typically
exhibits a marked domain-specific functional tuning for representing
mental state information (Aichhorn et al., 2009; Mitchell et al., 2005;
Perner et al., 2006; Saxe and Kanwisher, 2003; Saxe and Powell, 2006)
and is functionally and spatially dissociable from nearby dorsal
clusters which respond to attentional reorienting (Decety and Lamm,
2007; Scholz et al., 2009; Young et al., 2010) or ventral clusters in
posterior superior temporal sulcus (pSTS) that are more responsible
for aspects such as processing animacy, biological motion, and eye
gaze (Castelli et al., 2002; Nummenmaa and Calder, 2009; Pelphrey
et al., 2003, 2005, 2004; Puce and Perrett, 2003; Saxe et al., 2009).
Development also plays an important role in RTPJ specialization for
representing mental state information. Like its protracted pattern of
structural development (Shaw et al., 2008), RTPJ functional special-
ization for mentalizing is still developing into late childhood/early
adolescence (Saxe et al., 2009). Thus, one way of looking at the lack of
“mentalizing specialization” of RTPJ in ASC, is to view it as indicative of
delayed neurodevelopment. This idea is intriguing as it mirrors the
idea that mentalizing ability in ASC follows a delayed trajectory of
development. In a meta-analysis of behavioral mentalizing studies in
autism, Happé found that rather than never acquiring the ability to
mentalize, some individuals with ASC do develop some rudimentary
mentalizing ability, albeit at a very delayed rate (Happé, 1995). These
results suggest that a possible neural system linked to delayed
mentalizing development in ASC is the delayed development of RTPJ
for specializing in representing mental state information.

Unlike prior work, which observed hypoactivation of dMPFC during
mentalizing in ASC (Castelli et al., 2002; Happé et al., 1996; Kana et al.,
2009; Kennedy and Courchesne, 2008; Silani et al., 2008; Wang et al.,
2007),we did not observe any group-difference in this region. However,
the lack of an effect here does notmean that dMPFC is not of importance
inmindblindness inASC. Rather, there aremore complex considerations
to take into account. Whereas RTPJ typically develops increasing
specialization for mentalizing from adolescence to adulthood (Saxe
et al., 2009), dMPFC decreases in functional specialization for mentaliz-
ingduring this period (Blakemore, 2008; Blakemore et al., 2007; Burnett
et al., 2009; Pfeifer et al., 2007, 2009). Related to ideas about the
development of circuits involved in mentalizing, we may also need to
consider the fact that with age, advanced mentalizing ability is still
developing in the general population throughout adolescence and
adulthood. Because such advanced mentalizing is still developing later
in life, it may be important to consider the role that increasing levels of
metarepresentationmay play. Although dMPFC has long been known to
play a role inmentalizing (Fletcher et al., 1995; Goel et al., 1995) recent
work on the underlying computations of dMPFC suggests that it may
play a specific role in the metarepresentational component of
mentalizing. Several studies now show that dMPFC is increasingly
engaged with increasing demands for higher levels of metarepresenta-
tion in the social domain (Coricelli and Nagel, 2009; Hampton et al.,
2008; Yoshida et al., 2010). Given the pattern of decreasing recruitment
of dMPFC with age, it is interesting that this pattern mirrors the
decreasing level of difficulty that individuals have with mentalizing as
theymature through adolescence and into adulthood (Choudhury et al.,
2006; Dumontheil et al., 2010). Thus, one explanation behindwhy some
studies find atypical recruitment of dMPFC is that they either catch
individuals at amore optimal time point earlier in development when a
group-difference may be most pronounced (Kana et al., 2009; Kennedy
and Courchesne, 2008; Wang et al., 2007), or the effect pops out more
when the task sufficiently taxes metarepresentational ability (Silani
et al., 2008). While speculative, these considerations may be important
for interpreting the lack of a group difference in dMPFC in the current
study. They may also suggest that future research looking into the
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development of dMPFC in ASC as well as its role in themetarepresenta-
tional component of mindreading may be an intriguing way forward in
understanding other components of mindblindness in ASC.

Another important observation of this study is that other
mentalizing regions in the autistic brain appear relatively intact.
Regions such as vMPFC, PCC, and LTPJ were equally sensitive tomental
state information in the autistic compared to the neurotypical brain.
This observation is important since it demonstrates some degree of
regional specificity within mentalizing circuitry that may be respon-
sible for the component processes that contribute to mindblindness
and social-communication deficits in autism. RTPJ is a candidate
region involved in mindblindness within this study and as several
studies across the literature show, dMPFC may be another. However,
an area such as vMPFC does not appear to be responsible for the
domain-specific impairments in representing mental states per se.
Instead, vMPFC is integral in another component process regarding
the coding of self-relevant information and making a self-other
distinction. We previously reported within this same dataset that
vMPFC in ASC does not distinguish between self and other and the
magnitude of this lack of a self-other distinction in the mentalizing
domain is associated with variation in social impairments (Lombardo
et al., 2010a). The contributions of both RTPJ for representing mental
state information and vMPFC for highlighting what information is
self-relevant are very interesting, given that the initial observations of
theory of mind deficits in autism (Baron-Cohen et al., 1985) hinge
critically on these two component processes. In order for young
children to pass the false belief test, children need to be able to
represent and attribute mental state information to self and other as
well as determine what information a naïve other possesses about the
situation independently of what “privileged” information oneself
knows about the situation. Thus, in conjunction with our previous
report on atypical neural self-representation in autism, the current
observations demonstrate that isolating specific neural systems
responsible for multiple component processes involved in social
cognition will be important for shedding insight into the social-
communication difficulties in autism as well for informing future
research on their specific underlying genetic mechanisms (Happé et
al., 2006; Lombardo and Baron-Cohen, 2011).

In conclusion, the current data lend support to the idea that RTPJ is a
specific neural system involved inmindblindness and its relationship to
social impairments in ASC. RTPJ is known to show a degree of functional
specialization for codingmental state information (Mitchell et al., 2005;
Saxe and Kanwisher, 2003; Saxe and Powell, 2006) and this speciali-
zation increases over a protracted period of development (Saxe et al.,
2009). In adults with ASC, we have shown that the RTPJ lacks functional
specialization for representing mental state information. This lack of
functional specialization mirrors a developmentally prior pattern of
RTPJ development in the general population (Saxe et al., 2009) aswell as
mimicking the generally delayed development of mentalizing ability in
ASC (Happé, 1995). In addition to the lack of specialization for
representingmental state information, themagnitude of this functional
specialization is associated with the variation on clinical measures of
social impairment. Individuals who are more socially impaired have an
RTPJ that is less specialized for representingmental states. Overall, these
observations provide support for the mindblindness theory of autism
(Baron-Cohen, 1995; Frith, 2001), and adds to the growing literature
supporting the idea that there is specificity in the underlying neural
systems involved in multiple component processes that contribute to
phenotypic variability in ASC (Happé et al., 2006; Lombardo and Baron-
Cohen, 2011; Lombardo et al., 2011).

Financial disclosure

ETB is employed half time by the University of Cambridge and half
time by GlaxoSmithKline plc. None of the other authors have any
other biomedical financial interests or potential conflicts of interest.
Acknowledgments

We thank Jason Mitchell and Adrianna Jenkins for generously
letting us use their stimuli, and Uta Frith, Andy Calder, Kevin Pelphrey,
and two anonymous reviewers for their valuable discussion and
comments. We also acknowledge financial support from the Medical
Research Council (MRC) Autism Imaging Multi-Centre Study (AIMS)
Consortium, a doctoral studentship to MVL by the Shirley Foundation
and the Cambridge Overseas Trust, and from anMRC program grant to
SBC. This work was conducted in association with the NIHR CLAHRC
for Cambridgeshire and Peterborough NHS Mental Health Trust.

The MRC AIMS Consortium is a UK collaboration between the
Institute of Psychiatry at Kings College, London, the Autism Research
Centre and Brain Mapping Unit at the University of Cambridge, and
the Autism Research Group at the University of Oxford. The
Consortium members are in alphabetical order: Bailey A. J., Baron-
Cohen S., Bolton P. F., Bullmore E. T., Carrington S., Chakrabarti B., Daly
E. M., Deoni S. C., Ecker C., Happé F., Henty J., Jezzard P., Johnston P.,
Jones D. K., Lai, M. C., Lombardo M. V., Madden A., Mullins D., Murphy
C., Murphy D. G., Pasco G., Sadek S. A., Spain D., Stewart R., Suckling J.,
Wheelwright S., Williams S. C.

Appendix A. Supplementary data

Supplementary data to this article can be found online at
doi:10.1016/j.neuroimage.2011.02.067.

References

Aichhorn, M., Perner, J., Weiss, B., Kronbichler, M., Staffen, W., Ladurner, G., 2009.
Temporo-parietal junction activity in theory of mind tasks: falseness, beliefs, or
attention. J. Cogn. Neurosci. 21, 1179–1192.

Amodio, D.M., Frith, C.D., 2006. Meeting of minds: the medial frontal cortex and social
cognition. Nat. Rev. Neurosci. 7, 268–277.

Bagby, R.M., Parker, J.D., Taylor, G.J., 1994. The twenty-item Toronto Alexithymia Scale-
I. Item selection and cross-validation of the factor structure. J. Psychosom. Res. 38,
23–32.

Baron-Cohen, S., 1995. Mindblindness: An essay on Autism and Theory Of mind. MIT
Press, Cambridge, MA.

Baron-Cohen, S., Leslie, A.M., Frith, U., 1985. Does the autistic child have a “theory of
mind”? Cognition 21, 37–46.

Baron-Cohen, S., Ring, H.A., Wheelwright, S., Bullmore, E.T., Brammer, M.J., Simmons, A.,
Williams, S.C.R., 1999. Social intelligence in the normal and autistic brain: an fMRI
study. Eur. J. Neurosci. 11, 1891–1898.

Baron-Cohen, S., Wheelwright, S., Skinner, R., Martin, J., Clubley, E., 2001. The autism-
spectrum quotient (AQ): evidence from Asperger syndrome/high-functioning
autism, males and females, scientists and mathematicians. J. Autism Dev. Disord.
31, 5–17.

Blakemore, S.J., 2008. The social brain in adolescence. Nat. Rev. Neurosci. 9, 267–277.
Blakemore, S.J., den Ouden, H., Choudhury, S., Frith, C., 2007. Adolescent development

of the neural circuitry for thinking about intentions. Soc. Cogn. Affect. Neurosci. 2,
130–139.

Burnett, S., Bird, G., Moll, J., Frith, C., Blakemore, S.J., 2009. Development during
adolescence of the neural processing of social emotion. J. Cogn. Neurosci. 21,
1736–1750.

Castelli, F., Frith, C., Happé, F., Frith, U., 2002. Autism, Asperger syndrome and brain
mechanisms for the attribution of mental states to animated shapes. Brain 125,
1839–1849.

Choudhury, S., Blakemore, S.J., Charman, T., 2006. Social cognitive development during
adolescence. Soc. Cogn. Affect. Neurosci. 1, 165–174.

Chumbley, J., Worsley, K., Flandin, G., Friston, K., 2010. Topological FDR for
neuroimaging. Neuroimage 49, 3057–3064.

Coricelli, G., Nagel, R., 2009. Neural correlates of depth of strategic reasoning in medial
prefrontal cortex. Proc. Natl Acad. Sci. USA 106, 9163–9168.

Decety, J., Lamm, C., 2007. The role of the right temporoparietal junction in social
interaction: how low-level computational processes contribute to meta-cognition.
Neuroscientist 13, 580–593.

Dumontheil, I., Apperly, I.A., Blakemore, S.J., 2010. Online usage of theory of mind
continues to develop in late adolescence. Dev. Sci. 13, 331–338.

Fletcher, P.C., Happé, F., Frith, U., Baker, S.C., Dolan, R.J., Frackowiak, R.S., Frith, C.D.,
1995. Other minds in the brain: a functional imaging study of “theory of mind” in
story comprehension. Cognition 57, 109–128.

Friston, K.J., 1997. Testing for anatomically specified regional effects. Hum. Brain Mapp.
5, 133–136.

Frith, U., 2001. Mind blindness and the brain in autism. Neuron 32, 969–979.
Frith, U., Frith, C.D., 2003. Development and neurophysiology of mentalizing. Philos.

Trans. R. Soc. Lond. B Biol. Sci. 358, 459–473.

http://dx.doi.org/10.1016/j.neuroimage.2011.02.067


1838 M.V. Lombardo et al. / NeuroImage 56 (2011) 1832–1838
Gilbert, S.J., Meuwese, J.D., Towgood, K.J., Frith, C.D., Burgess, P.W., 2009. Abnormal
functional specialization within medial prefrontal cortex in high-functioning
autism: a multi-voxel similarity analysis. Brain 132, 869–878.

Goel, V., Grafman, J., Sadato, N., Hallett, M., 1995. Modeling other minds. NeuroReport 6,
1741–1746.

Hampton, A.N., Bossaerts, P., O'Doherty, J.P., 2008. Neural correlates of mentalizing-
related computations during strategic interactions in humans. Proc. Natl Acad. Sci.
USA 105, 6741–6746.

Happé, F.G., 1995. The role of age and verbal ability in the theory of mind task
performance of subjects with autism. Child Dev. 66, 843–855.

Happé, F., Ehlers, S., Fletcher, P., Frith, U., Johansson, M., Gillberg, C., Dolan, R.,
Frackowiak, R., Frith, C., 1996. ‘Theory of mind’ in the brain. Evidence from a PET
scan study of Asperger syndrome. Neuroreport 8, 197–201.

Happé, F., Ronald, A., Plomin, R., 2006. Time to give up on a single explanation for
autism. Nat. Neurosci. 9, 1218–1220.

ICD-10, 1994. Internation Classification of Diseases. World Heath Organization, Geneva,
Switzerland.

Jenkins, A.C., Mitchell, J.P., 2010. Mentalizing under uncertainty: dissociated neural
responses to ambiguous and unambiguous mental state inferences. Cereb. Cortex
20, 404–410.

Jenkins, A.C., Macrae, C.N., Mitchell, J.P., 2008. Repetition suppression of ventromedial
prefrontal activity during judgments of self and others. Proc. Natl Acad. Sci. USA
105, 4507–4512.

Kana, R.K., Keller, T.A., Cherkassky, V.L., Minshew, N.J., Adam Just, M., 2009. Atypical
frontal-posterior synchronization of Theory of Mind regions in autism during
mental state attribution. Soc. Neurosci. 4, 135–152.

Kennedy, D.P., Courchesne, E., 2008. Functional abnormalities of the default network
during self- and other-reflection in autism. Soc. Cogn. Affect. Neurosci. 3, 177–190.

Lombardo, M.V., Baron-Cohen, S., 2011. The role of the self in mindblindness in autism.
Conscious Cogn. 20, 130–140.

Lombardo, M.V., Baron-Cohen, S., 2010. Unraveling the paradox of the autistic self.
WIREs Cognitive Science 1, 393–403.

Lombardo, M.V., Chakrabarti, B., Bullmore, E.T., Sadek, S.A., Wheelwright, S.J., Pasco, G.,
Suckling, J., MRC AIMS Consortium, Baron-Cohen, S., 2010a. Atypical neural self-
representation in autism. Brain 133, 611–624.

Lombardo, M.V., Chakrabarti, B., Bullmore, E.T., Wheelwright, S.J., Sadek, S.A., Suckling,
J., MRC AIMS Consortium, Baron-Cohen, S., 2010b. Shared neural circuits for
mentalizing about the self and others. J. Cogn. Neurosci. 22, 1623–1635.

Lombardo, M.V., Baron-Cohen, S., Belmonte, M.K., Chakrabarti, B., 2011. Neural
endophenotypes for social behaviour in autism spectrum conditions. In: Decety,
J., Cacioppo, J. (Eds.), Handbook of Social Neuroscience. Oxford University Press,
Oxford.

Lord, C., Rutter, M., Le Couteur, A., 1994. Autism Diagnostic Interview-Revised: a revised
version of a diagnostic interview for caregivers of individuals with possible
pervasive developmental disorders. J. Autism Dev. Disord. 24, 659–685.

Lord, C., Risi, S., Lambrecht, L., Cook Jr., E.H., Leventhal, B.L., DiLavore, P.C., Pickles, A.,
Rutter, M., 2000. The autism diagnostic observation schedule-generic: a standard
measure of social and communication deficits associated with the spectrum of
autism. J. Autism Dev. Disord. 30, 205–223.

Mason, R.A., Williams, D.L., Kana, R.K., Minshew, N., Just, M.A., 2008. Theory of Mind
disruption and recruitment of the right hemisphere during narrative comprehen-
sion in autism. Neuropsychologia 46, 269–280.

Mitchell, J.P., Banaji, M.R., Macrae, C.N., 2005. General and specific contributions of the
medial prefrontal cortex to knowledge about mental state. Neuroimage 28,
757–762.

Mitchell, J.P., Macrae, C.N., Banaji, M.R., 2006. Dissociable medial prefrontal contribu-
tions to judgments of similar and dissimilar others. Neuron 50, 655–663.

Nummenmaa, L., Calder, A.J., 2009. Neural mechanisms of social attention. Trends Cogn.
Sci. 13, 135–143.
Pelphrey, K.A., Mitchell, T.V., McKeown, M.J., Goldstein, J., Allison, T., McCarthy, G., 2003.
Brain activity evoked by the perception of human walking: controlling for
meaningful coherent motion. J. Neurosci. 23, 6819–6825.

Pelphrey, K.A., Viola, R.J., McCarthy, G., 2004. When strangers pass: processing of
mutual and averted social gaze in the superior temporal sulcus. Psychol. Sci. 15,
598–603.

Pelphrey, K.A., Morris, J.P., McCarthy, G., 2005. Neural basis of eye gaze processing
deficits in autism. Brain 128, 1038–1048.

Perner, J., Aichhorn, M., Kronbichler, M., Staffen, W., Ladurner, G., 2006. Thinking of
mental and other representations: the roles of the left and right temporo-parietal
junction. Soc. Neurosci. 1, 245–258.

Pfeifer, J.H., Lieberman, M.D., Dapretto, M., 2007. “I know you are but what am I?”:
neural bases of self- and social knowledge retrieval in children and adults. J. Cogn.
Neurosci. 19, 1323–1337.

Pfeifer, J.H., Masten, C.L., Borofsky, L.A., Dapretto, M., Fuligni, A.J., Lieberman, M.D., 2009.
Neural correlates of direct and reflected self-appraisals in adolescents and adults:
when social perspective-taking informs self-perception. Child Dev. 80, 1016–1038.

Pinkham, A.E., Hopfinger, J.B., Pelphrey, K.A., Piven, J., Penn, D.L., 2008. Neural bases for
impaired social cognition in schizophrenia and autism spectrum disorders.
Schizophr. Res. 99, 164–175.

Puce, A., Perrett, D., 2003. Electrophysiology and brain imaging of biological motion.
Philos. Trans. R. Soc. Lond. B Biol. Sci. 358, 435–445.

Saxe, R., Kanwisher, N., 2003. People thinking about thinking people. The role of the
temporo-parietal junction in “theory of mind”. Neuroimage 19, 1835–1842.

Saxe, R., Powell, L.J., 2006. It's the thought that counts: specific brain regions for one
component of theory of mind. Psychol. Sci. 17, 692–699.

Saxe, R.R., Whitfield-Gabrieli, S., Scholz, J., Pelphrey, K.A., 2009. Brain regions for
perceiving and reasoning about other people in school-aged children. Child Dev. 80,
1197–1209.

Scholz, J., Triantafyllou, C., Whitfield-Gabrieli, S., Brown, E.N., Saxe, R., 2009. Distinct
regions of right temporo-parietal junction are selective for theory of mind and
exogenous attention. PLoS ONE 4, e4869.

Shaw, P., Kabani, N.J., Lerch, J.P., Eckstrand, K., Lenroot, R., Gogtay, N., Greenstein, D.,
Clasen, L., Evans, A., Rapoport, J.L., Giedd, J.N., Wise, S.P., 2008. Neurodevelopmental
trajectories of the human cerebral cortex. J. Neurosci. 28, 3586–3594.

Silani, G., Bird, G., Brindley, R., Singer, T., Frith, C., Frith, U., 2008. Levels of emotional
awareness and autism: an fMRI study. Soc. Neurosci. 3, 97–110.

Tesink, C.M., Buitelaar, J.K., Petersson, K.M., van der Gaag, R.J., Kan, C.C., Tendolkar, I.,
Hagoort, P., 2009. Neural correlates of pragmatic language comprehension in
autism spectrum disorders. Brain 132, 1941–1952.

Wang, A.T., Lee, S.S., Sigman, M., Dapretto, M., 2006. Neural basis of irony
comprehension in children with autism: the role of prosody and context. Brain
129, 932–943.

Wang, A.T., Lee, S.S., Sigman, M., Dapretto, M., 2007. Reading affect in the face and voice:
neural correlates of interpreting communicative intent in children and adolescents
with autism spectrum disorders. Arch. Gen. Psychiatry 64, 698–708.

Weschler, D., 1999. Wechsler Abbreviated Scale of Intelligence. The Psychological
Corporation, San Antonio, TX.

Woodbury-Smith, M.R., Robinson, J., Wheelwright, S., Baron-Cohen, S., 2005. Screening
adults for Asperger Syndrome using the AQ: a preliminary study of its diagnostic
validity in clinical practice. J. Autism Dev. Disord. 35, 331–335.

Worsley, K., Marrett, S., Neelin, P., Vandal, A.C., Friston, K.J., Evans, A.C., 1996. A unified
statistical approach for determining significant signals in images of cerebral
activation. Hum. Brain Mapp. 4, 58–73.

Yoshida, W., Seymour, B., Friston, K.J., Dolan, R.J., 2010. Neural mechanisms of belief
inference during cooperative games. J. Neurosci. 30, 10744–10751.

Young, L., Dodell-Feder, D., Saxe, R., 2010. What gets the attention of the temporo-
parietal junction? An fMRI investigation of attention and theory of mind.
Neuropsychologia 48, 2658–2664.


	Specialization of right temporo-parietal junction for mentalizing and its relation to social impairments in autism
	Introduction
	Materials and methods
	Participants
	Task design
	fMRI acquisition
	Data analysis

	Results
	Behavioral data
	fMRI data
	Correlations with social impairment

	Discussion
	Financial disclosure
	Acknowledgments
	Supplementary data
	References


