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Abstract

Background: The male predominance in the prevalence of autism spectrum disorder (ASD) has motivated research
on sex differentiation in ASD. Multiple sources of evidence have suggested a neurophenotypic convergence of
ASD-related characteristics and typical sex differences. Two existing, albeit competing, models provide predictions
on such neurophenotypic convergence. These two models are testable with neuroimaging. Specifically, the Extreme
Male Brain (EMB) model predicts that ASD is associated with enhanced brain maleness in both males and females
with ASD (i.e, a shift-towards-maleness). In contrast, the Gender Incoherence (Gl) model predicts a shift-towards-
maleness in females, yet a shift-towards-femaleness in males with ASD.

Methods: To clarify whether either model applies to the intrinsic functional properties of the brain in males with
ASD, we measured the statistical overlap between typical sex differences and ASD-related atypicalities in resting-state
fMRI (R-fMRI) datasets largely available in males. Main analyses focused on two large-scale R-fMRI samples: 357
neurotypical (NT) males and 471 NT females from the 1000 Functional Connectome Project and 360 males
with ASD and 403 NT males from the Autism Brain Imaging Data Exchange.

Results: Across all R-fMRI metrics, results revealed coexisting, but network-specific, shift-towards-maleness and
shift-towards-femaleness in males with ASD. A shift-towards-maleness mostly involved the default network,
while a shift-towards-femaleness mostly occurred in the somatomotor network. Explorations of the associated
cognitive processes using available cognitive ontology maps indicated that higher-order social cognitive functions
corresponded to the shift-towards-maleness, while lower-order sensory motor processes corresponded to the
shift-towards-femaleness.

Conclusions: The present findings suggest that atypical intrinsic brain properties in males with ASD partly
reflect mechanisms involved in sexual differentiation. A model based on network-dependent atypical sex
mosaicism can synthesize prior competing theories on factors involved in sex differentiation in ASD.

Keywords: Autism spectrum disorder, Resting-state fMRI, Sex differentiation, Sex mosaicism, Extreme Male
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Background

Substantial evidence supports models of autism spectrum
disorder (ASD) as a condition characterized by altered
brain connectivity [1, 2]. Yet, the striking heterogeneity of
ASD has challenged efforts to profile the mechanisms
underlying ASD-related dysconnections. One significant
source of heterogeneity in ASD is biological sex [3, 4], as
highlighted by the 3-4:1 male preponderance in preva-
lence [5, 6]. However, the impact of biological sex on
ASD-related dysonnections remains poorly understood. In
recent years, resting-state functional magnetic resonance
imaging (R-fMRI) has demonstrated its feasibility in cap-
turing typical sex differences in various aspects of the in-
trinsic connectome [7-9] and has emerged as a robust
tool for substantiating the functional dysconnectivity
hypothesis of ASD [1, 2]. This has motivated initial R-fMRI
studies to characterize the contribution of biological sex to
the neurobiology of ASD [10, 11]. Preliminary evidence
suggests that both sex-dependent and sex-independent
dysconnections coexist in ASD [12].

Here, in considering sex-dependent factors, we focused
on investigating the neurophenotypic convergence of
ASD-related characteristics and typical sex differences [13,
14]. Our focus was motivated by (1) genetic evidence
emphasizing shared mechanisms between vulnerability to
ASD and typical sexual differentiation [15] and (2) two
current theoretical models whose predictions on neuro-
phenotypic convergence can be assessed with neuroimag-
ing. One model is the Extreme Male Brain (EMB) theory,
which emerges from observations at the cognitive-
behavioral level that individuals with ASD, regardless of sex,
show “masculinized” or “hypermasculinized” profiles of em-
pathizing and systemizing [16, 17]. Neurophenotypic predic-
tion from the EMB model is that ASD brain characteristics
will be associated with enhanced brain maleness (i.e., shift-
towards-maleness) in both males and females with ASD.
The other model is the Gender Incoherence (GI; [18]) the-
ory. This is grounded on anthropometric and physiological
findings that adult males and females with ASD are more
androgynous than same-sex neurotypical peers [18]. The
neurophenotypic prediction of the GI model is that a shift-
towards-maleness is limited to females with ASD and that
males with ASD instead show a shift-towards-femaleness.

While neuroimaging studies have begun to consider the
mechanisms underlying sex differentiation in ASD in the
context of these two models [14], only two studies have
focused on intrinsic functional properties of the connec-
tome. Both R-fMRI studies converged on a neural shift-
towards-maleness in females with ASD, consistent with a
prior volumetric study [3]. However, these earlier studies
diverged in regard to males with ASD. Ypma et al. [11] re-
ported a shift-towards-maleness within the default network
(DN) in individuals with ASD regardless of their biological
sex—a pattern consistent with EMB predictions. Results
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showed that both males and females with ASD exhibited
hypo-connectivity within DN compared to typical males,
who, in turn, showed lower intrinsic functional connectivity
(iFC) than typical females. Alaerts et al. [10] found a similar
pattern of a shift-towards-maleness in females with ASD in
the voxel-wise iFC of the posterior superior temporal sulcus
and posterior cingulate cortex (PCC). However, they also
observed a shift-towards-femaleness in males with ASD—as
predicted by GI. The disparities in these R-fMRI studies
may reflect their moderate sample sizes. They employed a
two-factorial design (i.e., testing sex-by-diagnosis interac-
tions), with sample size generally including # ~ 40 individ-
uals per cell. This is due to the scarcity of available ASD
female datasets even in large repositories such as the Aut-
ism Brain Imaging Data Exchange (ABIDE).

Conjunction (spatial overlap) analyses can be a useful al-
ternative and complementary approach in the identification
of potential associations between ASD-related atypicalities
and typical sex difference maps [3, 14]. This is particularly
true in instances of limited availability of female datasets.
Factorial designs can provide information about factors
related to typical sex differentiation in regions that differ
between males and females with ASD relative to NT males
and females (ie., by testing for regions showing significant
sex-by-diagnosis interactions) and brain regions showing
main effects of sex (ignoring diagnostic group) or ASD
(ignoring sex). However, it is still possible that regions show-
ing ASD-related atypicalities do not differ between males
and females with ASD relative to NT males and females but
are still related to typical sex differentiation. These nuances
can be captured in the examination of specific spatial overlap
scenarios of effects predicted by hypothetical links between
ASD atypicalities (separately for ASD males and ASD fe-
males, whenever data is available) and typical sex differences.

We applied conjunction analyses to the large ABIDE I
male R-fMRI dataset, thus allowing to address concerns on
sample size as well as prior inconsistencies in sex-
dependent intrinsic functional brain properties in males
with ASD [10, 11]. We focused on five key whole-brain
voxel-wise R-fMRI indices in regard to (a) typical sex differ-
ences in a neurotypical (NT) sample from the 1000 Func-
tional Connectome Project (FCP) [19] and (b) ASD-related
differences among males from ABIDE I [1]. We conducted
an unbiased whole-brain exploration given reports of mul-
tiple networks involved in ASD including and beyond DN.
To ensure that findings were not dependent on the specific
NT sample employed, we examined replicability using the
Brain Genomics Superstruct Project (GSP) [20] sample.

Methods

Analytical overview

Using conjunction analyses, we explored whether atypical
intrinsic brain properties in males with ASD showed signifi-
cant spatial overlap with those exhibiting typical sex
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differences. Primary analyses used group difference Z-statis-
tics maps from two published large-scale R-fMRI studies [1,
19]. Applying a more stringent statistical voxel-level thresh-
old of Z>2.58 (cluster level p < 0.05) yielded highly similar
findings as original results; see Additional file 1: Figure S1
for illustrative purposes. These studies were selected for
their large sample sizes and for the representativeness of
their findings in regard to typical sex differentiation (e.g.,
[7-9, 21, 22]) as well as ASD-related atypicalities [2, 23—25]
(for complete reviews, see [26]). Five R-fMRI metrics were
examined which have been reported to reflect typical sex
differences [7-9, 19] and ASD-related intrinsic brain prop-
erties [1, 24, 27, 28]: (1) regional homogeneity (ReHo) [29],
(2) voxel-mirrored homotopic connectivity (VMHC) [30],
(3) network degree centrality (DC) [31], (4) PCC-iFC, and
(5) fractional amplitude of low frequency fluctuations
(fALFF) [32] (for details on each measure, see
Additional file 2: Supplementary methods). Validation and
replication analytical strategies were conducted to address
the possible confounds related to samples and preprocess-
ing differences (Table 1).

Conjunction analyses

For all analyses across primary as well as validation and
replication analytical strategies, we applied a voxel-level
thresholding consistent with prior work [3, 33, 34]. Z-maps
were voxel-level-thresholded across 500 successive thresh-
olds ranging from p <0.05 to p <0.0001 decrementing by
0.0001. This multi-threshold approach illustrates whether
findings are stable and consistent across thresholds. No
cluster-level thresholds were applied, as different statistical
comparisons in independent cohorts (ABIDE I and FCP)
can result in different spatial extent thresholds [3, 33, 34].
Spatial overlap was obtained by conjunction analyses of
each voxel-level thresholded Z-maps with logical “AND”
masking [35]. The extent of overlap for each conjunction
contrast was quantified as the average of the proportion of
the total number of suprathreshold voxels for each map
(Additional file 2: Supplementary methods) [3, 33, 34].

Table 1 Overview of analysis strategies
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We then verified that spatial overlaps were not random
by contrasting them against a null distribution of random
overlaps derived from Monte Carlo simulations with 5000
iterations, for all successive 500 voxel-level thresholds
(p=0.05 to p=0.0001) [3, 34, 36]. For each iteration, two
whole gray matter maps were created, with the same voxel
resolutions as the observed maps filled with values ran-
domly sampled from a Gaussian distribution. Their spatial
smoothness was then adjusted based on the average
smoothness across the two observed maps. This estima-
tion was done using the AFNI command 3dFWHMx, and
resulting values were averaged across ABIDE I and FCP,
and across ABIDE I and GSP. Simulated maps were also
thresholded along 500 voxel-level thresholds as the ob-
served maps, and their overlap percentage was calculated.
For each R-fMRI metric, further inferences were based on
the spatial overlaps consistently above the 99.5th percent-
ile of the null distribution for at least 70% of the 500
tested thresholds (i.e., at least 350 out of 500 instances).
All computations were run with MATLAB version 2013a
(The MathWorks Inc., Natick, MA, USA).

Spatial overlap scenarios

Across all analytical strategies, spatial overlaps between
ASD-related atypicality Z-maps and typical sex differ-
ence Z-maps may underlie distinct scenarios depending
on the directionality of the contrasts utilized—i.e.,
ASD& > NTJ and ASDE < NTJ and NTS > NTQ and
NTJ <NTQ. As illustrated in Fig. 1, four scenarios
could emerge; two met the EMB predictions and two
met the GI predictions, as detailed below.

1. Shift-towards-maleness (STM) ASD-related
increases (EMB 1; ASD& >NT & and NT & >
NT £ ): Males with ASD have higher values on
examined R-fMRI metrics (i.e., higher iFC in ReHo,
PCC-iFC, DC, and VMHC and higher regional
amplitude in fALFF) than typical males, and typical
males have higher values than typical females;

Strategy Description of overlapping maps

Addressed potential confounds

Samples

Strategy 1
Originally published Z-maps

Z-maps obtained from original -
ABIDE | and FCP samples

Strategy 2
Adjusting analytical pipelines

Z-maps obtained after aligning
processing with samples similar
to strategy 1

Strategy 3
Adjusting age

Z-maps obtained in age-matched
ABIDE | and FCP subsamples

Strategy 4
Independent NT sample

Z-maps of ABIDE | subsample as
strategy 3 and an independent sex
difference sample from Brain
Genomics Superstruct Project (GSP)

Differences in MRI analytical methods
(e, preprocessing and group model)

Differences in sample age and MRI
analytical methods

Differences in sample age and MRI
analytical methods

ABIDE I: N=763 (ASD = 360; NT =403)
FCP: N=828 (NT M=357; NT F=471)

ABIDE I: N=759 (ASD = 356; NT = 403)
FCP: N=824 (NT M =356; NT F =468)

ABIDE I: N=199 (ASD = 93; NT = 106)
FCP: N=439 (NT M =183; NT F =256)

ABIDE I: N=199 (ASD = 93; NT = 106)
GSP: N=742 (NT M =320; NT F=422)

ABIDE Autism Brain Imaging Data Exchange, FCP 1000 Functional Connectome Project, GSP Brain Genomics Superstruct Project, ASD autism spectrum disorder, NT

neurotypicals, M males, F females
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Fig. 1 Spatial overlap scenarios. Depending on the combination of statistical contrasts being overlapped, four different scenarios can emerge. Decreases
or increases of R-fMRI metrics in males with autism spectrum disorder (ASD) relative to neurotypical males (NT M) lead to different scenarios depending
on whether they overlap with increases or decreases in NT M relative to NT females (F) (gray boxes). Following the predictions of the Extreme Male Brain
(EMB) theory and Gender Incoherence (Gl) theory, two scenarios fit the EMB model predicting a shift-towards-maleness (STM) in males with ASD (see blue
and turquois boxes) and two scenarios fit the Gl model predicting a shift-towards-femaleness (STF) in males with ASD (see orange and yellow boxes)

NT 3 >NT 2
s

2. Shift-towards-maleness (STM) ASD-related
decreases (EMB 2; ASD8 <NT & and NT & <
NT % ): Males with ASD have lower values on
examined R-fMRI metrics than typical males, and
typical males have lower values than typical females;

3. Shift-towards-femaleness (STF) ASD-related in-
creases (GI 1; ASD8 >NT 8 and NTd <NT9):
Males with ASD have higher values on examined
R-fMRI metrics than typical males, and typical males
have lower values than typical females;

4. Shift-towards-femaleness (STF) ASD-related
decreases (GI 2, ASD8 <NT 8 and NT & >NT9):
Males with ASD have lower values on examined
R-fMRI metrics than typical males, and typical males
have higher values than typical females.

Primary analysis (strategy 1): originally published Z-maps

Statistical Z-maps were obtained from previously pub-
lished analyses in Di Martino et al. [1] for the ASD-related
difference male sample (ABIDE I) and Yan et al. [19] for
the typical sex difference sample (FCP). The ABIDE I
study included 763 males (360 ASDJ' and 403 NTJ; aged
6-58 years). The typical sex difference study (FCP), which
included 828 NT selected from the 1000 Functional
Connectome Project, comprised of 357 NTJ and 471
NTQ between 8 and 78 years of age (Table 2). Details of
data acquisition can be found on the ABIDE I and FCP
websites,  http://fcon_1000.projects.nitrc.org/indi/abide
and http://fcon_1000.projects.nitrc.org/fcpClassic/FcpTa-
ble.html, respectively, and a summary of the analyses and
results can be found in Additional files 2 and 3: Supple-
mentary methods and results.

Validation analysis (strategy 2): adjusting for differences
in analytical pipelines

To account for possible confounds in the primary analyses
(strategy 1) due to partially different preprocessing pipe-
lines and statistical group models between ABIDE I and
FCP studies, both original datasets were reanalyzed using
version 0.3.9.1 of the Configurable Pipelines for the
Analysis of Connectomes (C-PAC) [37]. Briefly, nuisance
regression included white matter and cerebrospinal fluid

signals, 24 motion parameters based on Friston 24-
Parameter Model [38], and linear and quadratic trends. All
derivatives were smoothed by a 6-mm FWHM Gaussian
kernel. Statistical Z-maps were generated within study-
specific functional volume masks including voxels (in MNI
space) present across all subjects in a given study sample
(ABIDE I and FCP). Group-level analyses were conducted
for each sample separately using a general linear model
including diagnosis (ABIDE I) or sex (FCP) as the regressor
of interest and age, site, mean framewise displacement [39],
and individual subject means of each R-fMRI derivative as
the nuisance covariates (Additional file 2: Supplementary
methods). We then used the resulting Z-maps for voxel-
level conjunction analyses as detailed above.

Validation analysis (strategy 3): age-matched samples

To account for differences in age distribution between
the ABIDE I and FCP samples, we applied the same
analytical pipeline used for strategy 2 on subsamples
matched for age (range 17.5-37 years). The age-matched
ABIDE 1 sample comprised 199 individuals (93 ASDJ};
106 NT&), whereas the age-matched FCP sample in-
cluded 439 neurotypical individuals (183 NTJ; 256
NT?) (Additional file 4: Figure S2 and Additional file 5:
Table S1). Group analyses were conducted as described
in strategy 2. We then used the resulting Z-maps for
voxel-level conjunction analyses as detailed above.

Replication analysis (strategy 4): replication with an
independent typical sex differences sample

Data were obtained from the GSP [20], matched for age
based on the same criteria of strategy 3, resulting in a
sample of 742 individuals comprising 320 NTJ and 422
NTQ ranging between 18 and 35 years of age
(Additional file 5: Table S1). Analyses were conducted as
in strategy 2. We then used the resulting Z-maps for
voxel-level conjunction analyses as detailed above.

Results

Overview

Conjunction analyses revealed overlaps between intrinsic
brain properties characterizing typical sex differences and



Floris et al. Molecular Autism (2018) 9:17

Table 2 Characterization of the original ABIDE | and FCP samples
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ABIDE I Sites” ASD (n=360) NT (n=403) Statistics
N N/Mean (SD) [Range] N/Mean (SD) [Range]
Sex 17 360 males 403 males -
Age 17 164 (7.4) [7-58] 16.3 (6.53) [6.5-48] 176:=0.1, p=.9
Full-Scale IQ" 17 106.4 (14.64) [78 — 139] 111.1(11.44) [79 - 139] tss5=-4.9, p<.001
Verbal IQ° 13 105.3 (15.57) [69 — 149] 111.6 (12.69) [67 — 147] t55=-5.6, p<.001
Performance IQ* 14 106.2 (15.37) [64 — 149] 107.8 (12.34) [67 — 137] tssi=-1.5, p=.1
ADI-R
Social® 13 20.0 (5.27) [7-30] - -
Communication' 13 159 (4.36) [4-26] - -
RRB’ 13 63 (2.58) [0-13] - -
ADOS-G (Lord et al.)
Communication® 11 3.8 (1.48) [0-8] - -
Social" 11 74 (345) [0-14] - -
RRB' 8 2.1 (1.59) [0-38] - -
Comorbidity 2 33 (NYUY; 11 (KKD)* - -
FCP' Sites™ Males (n=357) Females (n=471) Statistics
N N/Mean (SD) [Range] N/Mean (SD) [Range]
Sex 18 357 males 471 females -
Age 18 253 (9.77) [9-74] 24.5(9.14) [8-78] ts6=1.3, p=.2

?ABIDE | data collections (sites): KKI, Leuven 1, Leuven 2, MaxMun, NYU, OHSU, OLIN, PITT, SDSU, Stanford, Trinity, UCLA 1, UCLA 2, UM 1, UM 2, USM, and Yale
PFIQ was available for 354 individuals with ASD and 401 neurotypical (NT) controls

VIQ was available for 302 individuals with ASD and 324 NT

9PIQ was available for 304 individuals with ASD and 337 NT

€ADI-R Social scale score was available for 245 individuals with ASD

fADI-R Communication and ADI-R restricted repetitve bevhavior scale scores were available for 246 individuals with ASD

9ADOS-G Communication scores were available for 238 individuals with ASD

PADOS-G Social scores were available for 261 individuals with ASD

'ADOS-G RRB scores were available for 202 individuals with ASD

ipttention deficit hyperactivity disorder (ADHD; N = 10), oppositional defiant disorder (ODD; N = 1), mood disorder (N = 10), anxiety disorders (N=11)

KADHD (N =6), ODD (N = 2), mood disorder (N = 1), anxiety disorders (N = 2)

There was no information available on IQ in the FCP sample

MFCP data collections: Baltimore, Bangor, Beijing, Berlin, Cambridge, Cleveland, ICBM, Leiden 1, Leiden 2, Leipzig, Munchen, Newark, New York 1, New York 2,
Orangeburg, Oulu, Queensland, and Saint Louis

those characterizing ASD vs. NT differences in males
(Fig. 2). Examining overlaps along successive voxel-level
thresholds showed that they were significant above the
99.5th percentile of the null distribution across all R-fMRI
measures. Depending on the R-fMRI metric, on average,
13 to 31% of those voxels characterized by ASD-related
differences overlapped with those characterized by typical
sex differences (inter-quartile range across all 500 voxel-
level thresholds = 25-35% for ReHo; 21-31% for PCC-iFC;

17-30% for DC; 13-21% for VMHC; 8-16% for fALFF).
As detailed below, based on the directionality of the Z-
map contrasts involved in these non-random overlaps,
findings were consistent with GI and EMB in distinct
functional regions. To functionally characterize these
spatial overlaps, we mapped them into the seven functional
cortical networks as described by Yeo et al. [40]
(Additional file 2: Supplementary methods). A double
dissociation emerged. As illustrated in the maps
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thresholded at Z=>2.58 in Fig. 3, regions matching EMB
predictions mainly involved DN and related circuits involv-
ing higher-order socio-emotional and cognitive control
processes. In contrast, regions matching GI predictions
mainly centered around somatomotor (SM) circuits. This
overall pattern of results was robust to permutation testing
used as an alternative approach to Monte Carlo simula-
tions (for generating the null distribution of random over-
laps), as reported in supplementary post hoc analyses
(Additional file 6: Table S2).

Shift-towards-maleness (EMB predictions)

A pattern of overlap consistent with a shift-towards-
maleness (STM) characterized all R-fMRI metrics except
DC (Fig. 2). Further, while only ASD-related increases in
ReHo (EMB 1) significantly overlapped with typical sex

differences, ASD-related decreases (EMB 2) did so for a
wider range of R-fMRI metrics including ReHo, VMHC,
PCC-iFC, and fALFF. These ASD-related decreases
predominantly encompassed the DN—particularly the
precuneus and PCC. The ASD-related hyper-connectivity
in local iFC (i.e., ReHo) encompassed the fronto-parietal
(FP) network and, to a lesser extent, the ventral attention
(VA) network and DN including the frontal pole, middle
frontal gyrus, and lateral occipital cortex (Fig. 3a and
Additional file 7: Table S3).

Shift-towards-femaleness (Gl predictions)

A pattern of overlap consistent with a shift-towards-
femaleness (STF) characterized all R-fMRI metrics, except
fALFF. Significant overlaps with typical sex differences in-
volved ASD-related increases (GI 1) in ReHo and DC and
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with a shift-towards-maleness (STM) was mainly present in the FP network for ReHo, whereas an STM hypo-connectivity for ReHo, VMHC, and
PCC-iFC and decreased fALFF were mainly centered around the DN. Color codes: turquoise = STM ASD-related increases (EMB 1); blue = STM
ASD-related decreases (EMB 2). b Overlaps consistent with the Gender Incoherence (Gl) theory: Hyper-connectivity consistent with a shift-towards-femaleness
(STF) was mainly in DN for DC and ReHo, whereas an STF hypo-connectivity across DC, ReHo, VMHC, and PCC-iFC was mainly centered around

the SM network. Color codes: orange = STF ASD-related increases (Gl 1); yellow = STF ASD-related decreases (Gl 2)

decreases (GI 2) in ReHo, DC, VMHC, and PCC-iFC
(Fig. 2). ASD-related R-fMRI decreases predominantly
encompassed the SM network and to a lesser degree the
ventral, visual, and dorsal attention networks, mainly
centering around the postcentral gyrus, central and
parietal operculum, and Heschl gyrus. ASD-related hyper-
connectivity encompassed the DN and, to a lesser extent,
the FP network, across DC and ReHo (Fig. 3b and
Additional file 7: Table S3).

Cognitive ontology

To explore the cognitive domains implicated in the above
regions, we quantified the percentage of their overlap with
the 12 cognitive ontology maps by Yeo et al. [41] thre-
sholded at p =1e-5. We labeled each component based
on the top five tasks it recruits. Consistent with the above
functional network spatial distribution of our findings, a

double dissociation was evident. In males with ASD, find-
ings consistent with a shift-towards maleness involved
higher-order social and cognitive processes, while those
consistent with a shift-towards-femaleness mostly in-
volved lower-order sensory and motor processes (Fig. 4
and Additional file 8: Table S4).

Validation and replication analyses

Results were highly similar across strategies, albeit greatest
similarity was observed when analytical pipelines and age
were aligned, i.e, strategies 3 and 4 (Additional files 9, 10,
11, and 12: Figures S3-S6 and Additional file 13: Table
S5). A shift-towards-maleness in ASD-related decreases in
PCC-iFC and VMHC was the most consistent findings
across strategies, followed by those observed for ASD-
related decreases in ReHo and, to a lesser extent, fALFF in
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Fig. 4 Cognitive ontology maps. The polar plot shows the percentage
(0-100%) of overlap between the significant conjunctions of statistical
Z-maps (voxel-level thresholded at Z = 2.58) and the 12 Yeo cognitive
ontology probability maps [41] (probability thresholded at p = 1e-5)
for cognitive components C1-C12. We labeled each component based
on the top five tasks reported to be most likely recruited by a given
component. Results are summarized according to their consistency
with the Extreme Male Brain (EMB) or Gender Incoherence (Gl) models,
regardless of the resting-state fMRI metric. Color codes: turquoise
= shift-towards-maleness (STM) ASD-related increases (EMB 1);
blue = STM ASD-related decreases (EMB 2); orange = shift-to-
wards-femaleness (STF) ASD-related increases (Gl 1); yellow = STF
ASD-related decreases (Gl 2)

DN (EMB 2) (Additional file 14: Table S6). For further
details, see Additional file 3: Supplementary results.

Discussion
To characterize the neurophenotypic convergence of
ASD-related intrinsic brain characteristics and typical sex
differences, we examined the spatial overlap between
neurotypical sex-related and ASD-related intrinsic brain
properties in large independent samples [1, 19]. Results
provided insights into two competing models of such
convergence predicting either a shift-towards-maleness
(EMB) [16] or a shift-towards-femaleness (GI) [18] in
males with ASD. Across R-fMRI metrics, analyses revealed
evidence consistent with both models, yet involving
distinct functional neural networks. A shift-towards-
maleness in males with ASD mostly involved DN and FP
networks serving higher-order socio-emotional and cognitive
control processes. In contrast, a shift-towards-femaleness in
males with ASD predominantly centered around the SM
network. These patterns remained stable across analytical
strategies adjusting for differences in preprocessing pipelines
and samples. The results suggest that previously reported R-
fMRI abnormalities in males with ASD may partly result
from atypical sexual differentiation in the brain, and these
mechanisms act in a network-specific manner.

In typical individuals, a mosaic of brain region-specific
masculinization and feminization exists across the sexes
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[42-45]. Our findings of coexisting shift-towards-
maleness and shift-toward-femaleness of intrinsic brain
properties in males with ASD suggest that biological mecha-
nisms involved in sex mosaicism partly contribute to the
neural characteristics of ASD. These may involve hormonal
and non-hormonal factors [44, 46]. For example, estradiol
can induce opposite effects in distinct brain regions by either
initiating or preventing cell death and synaptogenesis, as
well as by enhancing or dampening excitation [47]. Beyond
hormonal factors, brain regional sexual differentiation is also
driven by sex differential gene expression [46, 48]. Recent
studies have shown that male differential expression of
astrocyte and microglial genes are upregulated in ASD [13].
How these molecular phenomena affect the macro-scale in-
trinsic functional brain organization should be the focus of
multilevel approaches that generate a unifying model of the
relation between typical sex differentiation and ASD.

In regard to the macro-scale networks and functional
processes involved, our most consistent finding was the
shift-towards-maleness of DN, a network widely implicated
in ASD [11, 23, 49-51]. In line with prior work [10, 11], we
found that significant overlaps with typical sex differences
encompassed PCC-iFC decreases along the DN midline.
By extending our exploration to the whole brain, analyses
revealed similar shift-towards-maleness exist for a range of
intrinsic properties in the PCC. These included ASD-
related decreases in local connectivity (ReHo) [52], homo-
topic inter-hemispheric interactions (VMHC) [30], and
fractional amplitude of low frequency fluctuations (fALFF)
[32]. These findings suggest that examinations of DN in
ASD should consider sex-dependent biological factors.

Beyond DN ASD-related R-fMRI decreases, a shift-
towards-maleness also involved other processes, especially
ASD-related increases in FP local connectivity (ReHo).
Notably, DN and FP networks subserve higher-order pro-
cesses that are core to EMB theory’s postulation that indi-
viduals with ASD are weaker “mentalizers” and stronger
“systemizers” [16, 17, 53]. Consistent with the DN’s role in
social cognition and mentalizing, the shift-towards-
maleness of atypical intrinsic properties in ASD mapped
onto cognitive components associated with theory of
mind and emotion recognition processes. Impairments in
these domains are referred to as atypical mentalizing and
characterize individuals with ASD [53]. On the other end,
the FP network mapped onto inhibitory control and cog-
nitive flexibility. Impairments in these domains have been
attributed to weak central coherence, perseveration, and
hyper-systemizing in ASD [54].

Our systematic examination of the intrinsic functional
brain also revealed evidence of a shift-towards-femaleness
in the male ASD brain in the SM network comprising
motor and auditory cortices. Altered sensory-motor
processing has often been observed in ASD [55, 56], and
associated atypical intrinsic brain properties are emerging
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[57-61]. Our findings suggest that a biological shift-
towards-femaleness in the SM network may underlie these
atypicalities [62, 63]. Alternatively, a SM shift-towards-
femaleness might result from experience (e.g., being less
engaged in motor activities). Longitudinal studies are
required to clarify the impact of experiential factors [64],
sex-specific biological factors, and their interactions.
Finally, although in NT individuals motor and language
processes are hemispherically specialized, NT females
have greater bi-hemispheric integration compared to NT
males [65]. Given prior reports of a reduction of typical
asymmetries in males with ASD [58, 66, 67], our findings
of a shift-towards-femaleness involving motor and audi-
tory domains in males with ASD suggest that biological
sex-related factors are likely involved in atypical inter-
hemispheric interactions in this population.

With respect to specific R-fMRI features and atypical
ASD-related differences, we note that shift-towards-
femaleness or shift-towards-maleness in ASD did not
affect any of the metrics differentially. Instead, echoing
recent large-scale studies reconciling prior mixed findings
of hypo- and hyper-connectivity in ASD [1, 24], results
varied by the functional network involved. Our findings
further suggest that sex-related biological factors contrib-
ute to the complex presentation of atypical iFC in ASD.

Results should be interpreted considering several limita-
tions. First, a sufficiently large dataset was only available
for males with ASD. While focusing on a large ASD male
sample allowed us to address prior inconsistencies about a
shift-towards-femaleness in males with ASD [10, 11], fu-
ture large-scale characterizations of both females and
males will provide insights into the role of typical sexual
differentiation in ASD for both sexes [14, 68]. Second,
while patterns of shift-towards-maleness and shift-
towards-femaleness were similar across analytical strat-
egies, aspects of the shift-towards-femaleness were more
variable between the primary strategy and those adjusting
for differences in age range. Speculatively, the shift-
towards-maleness in ASD may therefore be related to
organizational effects on neurodevelopment, as predicted
by the EMB model that posits elevated prenatal steroido-
genic processes [16, 69, 70]. An ASD-related shift-
towards-femaleness in males could reflect later events
even during and beyond puberty. This would be in line
with the GI model which was mostly conceptualized based
on postpubertal physiological measures [18]. As such, a
shift-towards-femaleness may be more variable depending
on the sample age. A cross-sectional examination of age
effects would require a larger and more homogenous age
distribution across data acquisition sites than the present
one. Nevertheless, as we included age as a nuisance covar-
iate in the statistical models used to generate the Z-maps
overlapped, potential confounds on the present results are
limited. Third, it was not possible to address the role of
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comorbid psychiatric conditions in our findings due to
limited availability of this information across the ABIDE I
datasets. Many comorbid conditions within ASD, such as
attention deficit hyperactivity disorder, show a sex-biased
prevalence ratio themselves [71, 72]. Further, recent stud-
ies considering comorbidities in individuals with ASD
show brain connectivity patterns that are specific to ASD
comorbidities [27]. This calls for characterization of both
ASD core and comorbid symptoms in neuroimaging stud-
ies of ASD. Finally, given that FCP and ABIDE I aggregate
data retrospectively across multiple sites, unknown con-
founds due to site differences may exist. We limited this
concern by including sites as covariates at the group-level
comparisons generating Z-maps used to assess spatial
overlaps.

Conclusion

In conclusion, biological factors involved in typical sex dif-
ferentiation are likely to affect the intrinsic functional
properties of the male ASD connectome and manifest in
both shift-towards-maleness and shift-towards-femaleness
in different neural networks. The present findings suggest
that a model based on network-dependent atypical sex
mosaicism can synthesize seemingly competing EMB and
GI theories. Given the heterogeneity of ASD, future stud-
ies combining multidimensional indices of shift-towards-
maleness and shift-towards-femaleness and data-driven
clustering methods can assess the extent to which sex
mosaicism varies across individuals and may identify
subgroups of ASD with different biological underpinnings.

Additional files

Additional file 1: ABIDE and FCP results. (TIFF 3571 kb)
Additional file 2: Supplementary methods. (DOCX 149 kb)
Additional file 3: Supplementary results. (DOCX 120 kb)
Additional file 4: Age Matching. (TIFF 3751 kb)

Additional file 5: Characterization of age-matched ABIDE I, FCP and
GSP samples. (DOCX 27 kb)

Additional file 6: Comparison of percentage of overlaps at Z = 2.58 for
the real overlap, random overlap generated by 5000 Monte Carlo
simulation, and random overlap generated by 1000 permutations, across
R-fMRI metrics by model. (DOCX 147 kb)

Additional file 7: Percentages of voxels within the conjunction maps
(thresholded at Z = 2.58) overlapping with the seven functional cortical
networks per Yeo et al. [40]. (DOCX 139 kb)

Additional file 8: Percentage of voxels within the conjunction maps
(thresholded at Z = 2.58) and the 12 cognitive ontology maps defined
Yeo et al. [41] (probability thresholded at p = Te-5). (DOCX 178 kb)
Additional file 9: Conjunction Analyses Across Strategies 2-4. (TIFF 3298 kb)
Additional file 10: Overlaps Consistent with a Shift-Towards-Maleness
(EMB) across Strategies 2-4. (TIFF 2666 kb)

Additional file 11: Overlaps Consistent with a Shift-Towards-Femaleness
(Gl) across Strategies 2—4. (TIFF 2628 kb)

Additional file 12: Cognitive Ontology Maps for Strategies 2-4. (TIFF 1438 kb)

Additional file 13: Similarity across analytical strategies. (DOCX 61 kb)



dx.doi.org/10.1186/s13229-018-0192-x
dx.doi.org/10.1186/s13229-018-0192-x
dx.doi.org/10.1186/s13229-018-0192-x
dx.doi.org/10.1186/s13229-018-0192-x
dx.doi.org/10.1186/s13229-018-0192-x
dx.doi.org/10.1186/s13229-018-0192-x
dx.doi.org/10.1186/s13229-018-0192-x
dx.doi.org/10.1186/s13229-018-0192-x
dx.doi.org/10.1186/s13229-018-0192-x
dx.doi.org/10.1186/s13229-018-0192-x
dx.doi.org/10.1186/s13229-018-0192-x
dx.doi.org/10.1186/s13229-018-0192-x
dx.doi.org/10.1186/s13229-018-0192-x

Floris et al. Molecular Autism (2018) 9:17

Additional file 14: Similarity across R-fMRI metrics by model across all
analytical strategies. (DOCX 80 kb)

Abbreviations

ABIDE: Autism Brain Imaging Data Exchange; ASD: Autism spectrum disorder;
DC: Degree centrality; DN: Default network; EMB: Extreme Male Brain theory;
fALFF: Fractional Amplitude of Low Frequency Fluctuations; FCP: 1000
Functional Connectome Project; FP: Fronto-parietal; Gl: Gender Incoherence
theory; GSP: Brain Genomics Superstruct Project; NT F: Neurotypical females;
NT M: Neurotypical males; PCC-iFC: Posterior cingulate cortex intrinsic
functional connectivity; ReHo: Regional homogeneity; SM: Somatomotor;
STF: Shift-towards-femaleness; STM: Shift-towards-maleness; VMHC: Voxel-
mirrored homotopic connectivity

Acknowledegments

We acknowledge the data donors and organizers of the 1000 Functional
Connectome Project (http://fcon_1000.projects.nitrc.org/fcpClassic/
FcpTable.html), Autism Brain Imaging Data Exchange | (http://
fcon_1000.projects.nitrc.org/indi/abide), and Brain Genomics Superstruct
Project (http://neuroinformatics.harvard.edu/gsp/) data repositories. We are
grateful to Chao-Gan Yan for suggestions in earlier versions of this manuscript,
Michael V. Lombardo for providing and assisting with the Monte Carlo
simulation scripts, F. Xavier Castellanos for the helpful comments, Ting Xu
for the helpful advice on permutation testing, and R. Cameron Craddock,
John Pellman, and Steve Giavasis for the technical support with C-PAC.

Funding

Work for this study has been partly supported by NIMH (5R21MH107045 to
ADM), by gifts to the Child Mind Institute from Phyllis Green, Randolph
Cowen, and Joseph Healey, and by UOT MH099059 (to MPM), the O'Brien
Scholars Program within the Child and Youth Mental Health Collaborative at
the Centre for Addiction and Mental Health and The Hospital for Sick
Children, Toronto (to M-CL), and a Postdoctoral Training Award from the
Autism Science Foundation (to DLF).

Availability of data and materials

Neuroimaging data were selected from publically available resources
(Functional Connectome Project data, http://fcon_1000.projects.nitrc.org/
fcpClassic/FcpTable.html; Autism Brain Imaging Data Exchange repository,
http://fcon_1000.projects.nitrc.org/indi/abide; Brain Genomics Superstruct
Project data, http://neuroinformatics.harvard.edu/gsp/). Codes used in the
present study are available upon request.

Authors’ contributions

DLF, M-CL, ADM, and MPM designed the study and interpreted the results.
DLF conducted the analyses. DLF and ADM drafted the manuscript. M-CL
contributed the codes and assisted in the interpretation of the results. TN
ran the pre-processing for the Brain Genomic Superstruct Dataset and
helped with the permutation testing. All authors revised and approved the
final manuscript.

Ethics approval and consent to participate

All data included in this study were selected from publically available
resources as fully de-identified removing all 18 HIPAA (Health Insurance
Portability and Accountability)-protected health information identifiers.
As such, they do not meet the criteria for human subject data requiring
formal IRB approval.

Consent for publication
Not applicable

Competing interests
The authors declare that they have no competing interests.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Page 10 of 12

Author details

"Hassenfeld Children’s Hospital at NYU Langone Health, Department of Child
and Adolescent Psychiatry, Child Study Center, 1 Park Avenue, New York City,
NY 10016, USA. °Child and Youth Mental Health Collaborative at the Centre
for Addiction and Mental Health and The Hospital for Sick Children,
Department of Psychiatry, University of Toronto, Toronto, ON M6J 1H4,
Canada. *Autism Research Centre, Department of Psychiatry, University of
Cambridge, Cambridge CB2 8AH, UK. “Center for the Developing Brain, Child
Mind Institute, New York, NY 10022, USA. *Nathan S Kline Institute for
Psychiatric Research, Orangeburg, NY 10962, USA.

Received: 13 July 2017 Accepted: 15 January 2018
Published online: 06 March 2018

References

1. DiMartino A, Yan CG, Li Q, Denio E, Castellanos FX, Alaerts K, Anderson JS,
Assaf M, Bookheimer SY, Dapretto M, et al. The autism brain imaging data
exchange: towards a large-scale evaluation of the intrinsic brain architecture
in autism. Mol Psychiatry. 2014,19:659-67.

2. Picci G, Gotts SJ, Scherf KS. A theoretical rut: revisiting and critically evaluating the
generalized under/over-connectivity hypothesis of autism. Dev Sci. 2016;19:524-49.

3. Lai MC, Lombardo MV, Suckling J, Ruigrok AN, Chakrabarti B, Ecker C, Deoni
SC, Craig MC, Murphy DG, Bullmore ET, et al. Biological sex affects the
neurobiology of autism. Brain. 2013;136:2799-815.

4. Lai MC, Lombardo MV, Ruigrok AN, Chakrabarti B, Wheelwright SJ, Auyeung
B, Allison C, Baron-Cohen S, Consortium MA. Cognition in males and
females with autism: similarities and differences. PLoS One. 2012;7:e47198.

5. Christensen DL, Baio J, Van Naarden BK, Bilder D, Charles J, Constantino JN,
Daniels J, Durkin MS, Fitzgerald RT, Kurzius-Spencer M, et al. Prevalence and
characteristics of autism spectrum disorder among children aged 8
years—autism and developmental disabilities monitoring network, 11 sites,
United States, 2012. MMWR Surveill Summ. 2016;65:1-23.

6. Loomes R, Hull L, Mandy WPL. What is the male-to-female ratio in autism
spectrum disorder? A systematic review and meta-analysis. J Am Acad Child
Adolesc Psychiatry. 2017,56:466-74.

7. Biswal BB, Mennes M, Zuo XN, Gohel S, Kelly C, Smith SM, Beckmann CF,
Adelstein JS, Buckner RL, Colcombe S, et al. Toward discovery science of
human brain function. Proc Natl Acad Sci U S A. 2010;107:4734-9.

8. Tomasi D, Volkow ND. Gender differences in brain functional connectivity
density. Hum Brain Mapp. 2012;33:849-60.

9.  Satterthwaite TD, Wolf DH, Roalf DR, Ruparel K, Erus G, Vandekar S, Gennatas
ED, Elliott MA, Smith A, Hakonarson H, et al. Linked sex differences in cognition
and functional connectivity in youth. Cereb Cortex. 2015;25:2383-94.

10.  Alaerts K, Swinnen SP, Wenderoth N. Sex differences in autism: a resting-
state fMRI investigation of functional brain connectivity in males and
females. Soc Cogn Affect Neurosci. 2016;11:1002-16.

11. Ypma RJ, Moseley RL, Holt RJ, Rughooputh N, Floris DL, Chura LR, Spencer
MD, Baron-Cohen S, Suckling J, Bullmore ET, Rubinov M. Default mode
hypoconnectivity underlies a sex-related autism spectrum. Biol Psychiatry
Cogn Neurosci Neuroimaging. 2016;1:364-71.

12. Di X, Biswal BB. Sex-dependent and sex-independent brain resting-state
functional connectivity in children with autism spectrum disorder. bioRxiv.
2016:038026. doi: https://doi.org/10.1101/038026 .

13. Werling DM, Parikshak NN, Geschwind DH. Gene expression in human brain
implicates sexually dimorphic pathways in autism spectrum disorders. Nat
Commun. 2016;7:10717.

14.  Lai MC, Lerch JP, Floris DL, Ruigrok AN, Pohl A, Lombardo MV, Baron-Cohen
S. Imaging sex/gender and autism in the brain: etiological implications.

J Neurosci Res. 2017;95:380-97.

15. Mitra |, Tsang K, Ladd-Acosta C, Croen LA, Aldinger KA, Hendren RL, Traglia
M, Lavillaureix A, Zaitlen N, Oldham MG, et al. Pleiotropic mechanisms
indicated for sex differences in autism. PLoS Genet. 2016;12:¢1006425.

16.  Baron-Cohen S. The extreme male brain theory of autism. Trends Cogn Sci.
2002,6:248-54.

17. Baron-Cohen S, Cassidy S, Auyeung B, Allison C, Achoukhi M, Robertson S,
Pohl A, Lai MC. Attenuation of typical sex differences in 800 adults with
autism vs. 3,900 controls. PLoS One. 2014:9:2102251.

18. Bejerot S, Eriksson JM, Bonde S, Carlstrdm K, Humble MB, Eriksson E. The
extreme male brain revisited: gender coherence in adults with autism
spectrum disorder. Br J Psychiatry. 2012,201:116-23.


dx.doi.org/10.1186/s13229-018-0192-x
http://neuroinformatics.harvard.edu/gsp/
http://dx.doi.org/10.1101/038026 

Floris et al. Molecular Autism (2018) 9:17

20.

21.

22.

23.

24

25.

26.

27.

28.

29.
30.

31

32.

33.

34.

35.

36.

37.

38.

39.

40.

Yan CG, Craddock RC, Zuo XN, Zang YF, Milham MP. Standardizing the
intrinsic brain: towards robust measurement of inter-individual variation in
1000 functional connectomes. Neurolmage. 2013;80:246-62.

Holmes AJ, Hollinshead MO, O'Keefe TM, Petrov VI, Fariello GR, Wald LL,
Fischl B, Rosen BR, Mair RW, Roffman JL, et al. Brain Genomics Superstruct
Project initial data release with structural, functional, and behavioral
measures. Sci Data. 2015;2:150031.

Filippi M, Valsasina P, Misci P, Falini A, Comi G, Rocca MA. The
organization of intrinsic brain activity differs between genders: a
resting-state fMRI study in a large cohort of young healthy subjects.
Hum Brain Mapp. 2013;34:1330-43.

Bluhm RL, Osuch EA, Lanius RA, Boksman K, Neufeld RW, Théberge J,
Williamson P. Default mode network connectivity: effects of age, sex, and
analytic approach. Neuroreport. 2008;19:887-91.

Assaf M, Jagannathan K, Calhoun VD, Miller L, Stevens MC, Sahl R, O'Boyle
JG, Schultz RT, Pearlson GD. Abnormal functional connectivity of default
mode sub-networks in autism spectrum disorder patients. Neurolmage.
2010;53:247-56.

Chen CP, Keown CL, Jahedi A, Nair A, Pflieger ME, Bailey BA, Miller RA.
Diagnostic classification of intrinsic functional connectivity highlights
somatosensory, default mode, and visual regions in autism. Neuroimage
Clin. 2015;8:238-45.

Anderson JS, Druzgal TJ, Froehlich A, MB DB, Lange N, Alexander AL, Abildskov T,
Nielsen JA, Cariello AN, Cooperrider JR, et al. Decreased interhemispheric
functional connectivity in autism. Cereb Cortex. 2011;21:1134-46.

Vissers ME, Cohen MX, Geurts HM. Brain connectivity and high functioning
autism: a promising path of research that needs refined models,
methodological convergence, and stronger behavioral links. Neurosci
Biobehav Rev. 2012;36:604-25.

Di Martino A, Zuo XN, Kelly C, Grzadzinski R, Mennes M, Schvarcz A,
Rodman J, Lord C, Castellanos FX, Milham MP. Shared and distinct intrinsic
functional network centrality in autism and attention-deficit/hyperactivity
disorder. Biol Psychiatry. 2013;74:623-32.

Paakki JJ, Rahko J, Long X, Moilanen |, Tervonen O, Nikkinen J, Starck T, Remes J,
Hurtig T, Haapsamo H, et al. Alterations in regional homogeneity of resting-
state brain activity in autism spectrum disorders. Brain Res. 2010;1321:169-79.
Kendall MG, Gibbons JD. Rank correlation methods. 5th ed.: Edward Armold; 1990.
Zuo XN, Kelly C, Di Martino A, Mennes M, Margulies DS, Bangaru S, Grzadzinski R,
Evans AC, Zang YF, Castellanos FX, Milham MP. Growing together and growing
apart: regional and sex differences in the lifespan developmental trajectories of
functional homotopy. J Neurosci. 2010;30:15034-43.

Zuo XN, Ehmke R, Mennes M, Imperati D, Castellanos FX, Sporns O,
Milham MP. Network centrality in the human functional connectome.
Cereb Cortex. 2012;22:1862-75.

Zou QH, Zhu CZ, Yang Y, Zuo XN, Long XY, Cao QJ, Wang YF, Zang YF. An
improved approach to detection of amplitude of low-frequency fluctuation (ALFF)
for resting-state fMRI: fractional ALFF. J Neurosci Methods. 2008;172:137-41.

Holt RJ, Chura LR, Lai MC, Suckling J, von dem Hagen E, Calder AJ,
Bullmore ET, Baron-Cohen S, Spencer MD. ‘Reading the mind in the
eyes” an fMRI study of adolescents with autism and their siblings.
Psychol Med. 2014;44:3215-27.

Lai MC, Lombardo MV, Ecker C, Chakrabarti B, Suckling J, Bullmore ET,
Happé F, Murphy DG, Baron-Cohen S, Consortium MA. Neuroanatomy of
individual differences in language in adult males with autism. Cereb Cortex.
2015;25(10):3613-28.

Nichols T, Brett M, Andersson J, Wager T, Poline JB. Valid conjunction
inference with the minimum statistic. Neurolmage. 2005;25:653-60.
Lombardo MV, Ashwin E, Auyeung B, Chakrabarti B, Taylor K, Hackett G,
Bullmore ET, Baron-Cohen S. Fetal testosterone influences sexually
dimorphic gray matter in the human brain. J Neurosci. 2012;32:674-80.
Craddock RC, Sikka S, Cheung B, Khanuja R, Ghosh SS, Yan C, Li Q, Lurie D,
Vogelstein J, Burns R, et al. Towards automated analysis of connectomes:
the Configurable Pipeline for the Analysis of Connectomes (C-PAQ). In:
Neuroinformatics. Stockholm: Frontiers; 2013.

Friston KJ, Williams S, Howard R, Frackowiak RS, Turner R. Movement-related
effects in fMRI time-series. Magn Reson Med. 1996;35:346-55.

Jenkinson M, Bannister P, Brady M, Smith S. Improved optimization for the
robust and accurate linear registration and motion correction of brain
images. Neurolmage. 2002;17:825-41.

Yeo BT, Krienen FM, Sepulcre J, Sabuncu MR, Lashkari D, Hollinshead M,
Roffman JL, Smoller JW, Zéllei L, Polimeni JR, et al. The organization of

41.

42,

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

Page 11 of 12

the human cerebral cortex estimated by intrinsic functional connectivity. J
Neurophysiol. 2011;106:1125-65.

Yeo BT, Krienen FM, Eickhoff SB, Yaakub SN, Fox PT, Buckner RL, Asplund CL,
Chee MW. Functional specialization and flexibility in human association
cortex. Cereb Cortex. 2015;25:3654-72.

Joel D, Berman Z, Tavor |, Wexler N, Gaber O, Stein Y, Shefi N, Pool J, Urchs
S, Margulies DS, et al. Sex beyond the genitalia: the human brain mosaic.
Proc Natl Acad Sci U S A. 2015;112:15468-73.

Joel D, McCarthy MM. Incorporating sex as a biological variable in
neuropsychiatric research: where are we now and where should we be?
Neuropsychopharmacology. 2016;42(2):379-85.

Bale TL, Epperson CN. Sex as a biological variable: who, what, when, why,
and how. Neuropsychopharmacology. 2016;42(2):386-96.

Joel D, Fausto-Sterling A. Beyond sex differences: new approaches for
thinking about variation in brain structure and function. Philos Trans R Soc
Lond Ser B Biol Sci. 2016;371:20150451.

McEwen BS, Milner TA. Understanding the broad influence of sex hormones
and sex differences in the brain. J Neurosci Res. 2017,95:24-39.

McCarthy MM. The two faces of estradiol: effects on the developing brain.
Neuroscientist. 2009;15:599-610.

Ellegren H, Parsch J. The evolution of sex-biased genes and sex-biased gene
expression. Nat Rev Genet. 2007;8:689-98.

Lynch CJ, Uddin LQ, Supekar K, Khouzam A, Phillips J, Menon V. Default
mode network in childhood autism: posteromedial cortex heterogeneity
and relationship with social deficits. Biol Psychiatry. 2013;74:212-9.

Moseley RL, Ypma RJ, Holt RJ, Floris D, Chura LR, Spencer MD, Baron-
Cohen S, Suckling J, Bullmore E, Rubinov M. Whole-brain functional
hypoconnectivity as an endophenotype of autism in adolescents.
Neuroimage Clin. 2015,9:140-52.

Spencer MD, Chura LR, Holt RJ, Suckling J, Calder AJ, Bullmore ET, Baron-
Cohen S. Failure to deactivate the default mode network indicates a
possible endophenotype of autism. Mol Autism. 2012;3:15.

Zang Y, Jiang T, Lu Y, He Y, Tian L. Regional homogeneity approach to fMRI
data analysis. Neurolmage. 2004;22:394-400.

Baron-Cohen S. Autism: the empathizing-systemizing (E-S) theory. Ann N'Y
Acad Sci. 2009;1156:68-80.

Baron-Cohen S, Belmonte MK. Autism: a window onto the development of
the social and the analytic brain. Annu Rev Neurosci. 2005;28:109-26.
Fournier KA, Hass CJ, Naik SK, Lodha N, Cauraugh JH. Motor coordination in
autism spectrum disorders: a synthesis and meta-analysis. J Autism Dev
Disord. 2010;40:1227-40.

Baum SH, Stevenson RA, Wallace MT. Behavioral, perceptual, and neural
alterations in sensory and multisensory function in autism spectrum
disorder. Prog Neurobiol. 2015;134:140-60.

Mostofsky SH, Powell SK, Simmonds DJ, Goldberg MC, Caffo B, Pekar JJ.
Decreased connectivity and cerebellar activity in autism during motor task
performance. Brain. 2009;132:2413-25.

Floris DL, Barber AD, Nebel MB, Martinelli M, Lai MC, Crocetti D, Baron-Cohen S,
Suckling J, Pekar JJ, Mostofsky SH. Atypical lateralization of motor circuit
functional connectivity in children with autism is associated with motor
deficits. Mol Autism. 2016;7:35.

Nebel MB, Joel SE, Muschelli J, Barber AD, Caffo BS, Pekar JJ, Mostofsky SH.
Disruption of functional organization within the primary motor cortex in
children with autism. Hum Brain Mapp. 2014;35:567-80.

Nebel MB, Eloyan A, Nettles CA, Sweeney KL, Ament K, Ward RE, Choe AS,
Barber AD, Pekar JJ, Mostofsky SH. Intrinsic visual-motor synchrony
correlates with social deficits in autism. Biol Psychiatry. 2016;79:633-41.
Green SA, Hernandez L, Tottenham N, Krasileva K, Bookheimer SY, Dapretto
M. Neurobiology of sensory overresponsivity in youth with autism spectrum
disorders. JAMA Psychiat. 2015;72:778-86.

Hines M. Sex-related variation in human behavior and the brain. Trends
Cogn Sci. 2010;14:448-56.

Yang CF, Shah NM. Representing sex in the brain, one module at a time.
Neuron. 2014,82:261-78.

Thomas JR, French KE. Gender differences across age in motor performance
a meta-analysis. Psychol Bull. 1985;98:260-82.

Hausmann M. Why sex hormones matter for neuroscience: a very short
review on sex, sex hormones, and functional brain asymmetries. J Neurosci
Res. 2017,95:40-9.

Kleinhans NV, Miller RA, Cohen DN, Courchesne E. Atypical functional lateralization
of language in autism spectrum disorders. Brain Res. 2008;1221:115-25.



Floris et al. Molecular Autism (2018) 9:17

67.

68.

69.

70.

71.

72.

Floris DL, Lai MC, Auer T, Lombardo MV, Ecker C, Chakrabarti B, Wheelwright
SJ, Bullmore ET, Murphy DG, Baron-Cohen S, Suckling J. Atypically rightward
cerebral asymmetry in male adults with autism stratifies individuals with
and without language delay. Hum Brain Mapp. 2016;37:230-53.

Lai M, Lombardo MV, Auyeung B, Chakrabarti B, Baron-Cohen S. Sex/gender
differences and autism: setting the scene for future research. J Am Acad
Child Adolesc Psychiatry. 2015;54:11-24.

Baron-Cohen S, Auyeung B, Ngrgaard-Pedersen B, Hougaard DM, Abdallah
MW, Melgaard L, Cohen AS, Chakrabarti B, Ruta L, Lombardo MV. Elevated
fetal steroidogenic activity in autism. Mol Psychiatry. 2015;20:369-76.
Baron-Cohen S, Lombardo MV, Auyeung B, Ashwin E, Chakrabarti B,
Knickmeyer R. Why are autism spectrum conditions more prevalent in
males? PLoS Biol. 2011;9:21001081.

Sassi RB. Attention-deficit hyperactivity disorder and gender. Arch Womens
Ment Health. 2010;13:29-31.

Ramtekkar UP, Reiersen AM, Todorov AA, Todd RD. Sex and age differences
in attention-deficit/hyperactivity disorder symptoms and diagnoses:
implications for DSM-V and ICD-11. J Am Acad Child Adolesc Psychiatry.
2010;49:217-28. €211-213.

Page 12 of 12



	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Analytical overview
	Conjunction analyses
	Spatial overlap scenarios
	Primary analysis (strategy 1): originally published Z-maps
	Validation analysis (strategy 2): adjusting for differences in analytical pipelines
	Validation analysis (strategy 3): age-matched samples
	Replication analysis (strategy 4): replication with an independent typical sex differences sample

	Results
	Overview
	Shift-towards-maleness (EMB predictions)
	Shift-towards-femaleness (GI predictions)
	Cognitive ontology
	Validation and replication analyses

	Discussion
	Conclusion
	Additional files
	Abbreviations
	Acknowledegments
	Funding
	Availability of data and materials
	Authors’ contributions
	Ethics approval and consent to participate
	Consent for publication
	Competing interests
	Publisher’s Note
	Author details
	References

