Archival Report

Biological
Psychiatry

Brain Network Disturbance Related to
Posttraumatic Stress and Traumatic
Brain Injury in Veterans
Jeffrey M. Spielberg, Regina E. McGlinchey, William P. Milberg, and David H. Salat

ABSTRACT
BACKGROUND: Understanding the neural causes and consequences of posttraumatic stress disorder (PTSD) and
mild traumatic brain injury (mTBI) is a high research priority, given the high rates of associated disability and suicide.
Despite remarkable progress in elucidating the brain mechanisms of PTSD and mTBI, a comprehensive understanding of these conditions at the level of brain networks has yet to be achieved. The present study sought to
identify functional brain networks and topological properties (measures of network organization and function) related
to current PTSD severity and mTBI.
METHODS: Graph theoretic tools were used to analyze resting-state functional magnetic resonance imaging data
from 208 veterans of Operation Enduring Freedom, Operation Iraqi Freedom, and Operation New Dawn, all of whom
had experienced a traumatic event qualifying for PTSD criterion A. Analyses identiﬁed brain networks and topological
network properties linked to current PTSD symptom severity, mTBI, and the interaction between PTSD and mTBI.
RESULTS: Two brain networks were identiﬁed in which weaker connectivity was linked to higher PTSD reexperiencing symptoms, one of which was present only in veterans with comorbid mTBI. Re-experiencing was also
linked to worse functional segregation (necessary for specialized processing) and diminished inﬂuence of key regions
on the network, including the hippocampus.
CONCLUSIONS: Findings of this study demonstrate that PTSD re-experiencing symptoms are linked to weakened
connectivity in a network involved in providing contextual information. A similar relationship was found in a separate
network typically engaged in the gating of working memory, but only in veterans with mTBI.
Keywords: Posttraumatic stress disorder, Traumatic brain injury, Brain network, Graph theory, Hippocampus, fMRI
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The psychological and physical consequences of trauma can be
devastating to affected individuals and their families. U.S. veterans of Operation Enduring Freedom, Operation Iraqi Freedom,
and Operation New Dawn experience particularly high rates of
trauma-related conditions, such as posttraumatic stress disorder
(PTSD) (1) and traumatic brain injury (TBI) (2). Understanding the
neural causes and consequences of these conditions has been
labeled a high research priority (3), owing to the high rates of
disability (4) and suicide associated with trauma (5,6).
Despite remarkable progress in elucidating the brain mechanisms of PTSD and TBI, a comprehensive understanding of
these conditions at the level of brain networks has yet to be
achieved. Mapping interactions between brain regions, as
opposed to solely activity within regions, is crucial for precisely modeling the neural pathology of PTSD and TBI (7,8).
Prominent theoretical models of the brain networks involved in
PTSD propose that top-down control over the amygdala by
the medial prefrontal cortex (PFC) structures is deﬁcient,
allowing amygdala responses (e.g., to threat cues) to remain
unregulated (9–11). Suvak and Barrett (12) posited that this
amygdala dysregulation is linked speciﬁcally to the hyperarousal PTSD symptom cluster. These researchers also

proposed that the re-experiencing symptom cluster is related
to hippocampus hypoactivation (13), which is thought to
contribute to a failure to construct contextually nuanced
memories. These models suggest speciﬁcity in the functional
pathology associated with different sets of PTSD symptoms.
To date, no models have been proposed regarding the
brain networks disrupted in mild traumatic brain injury (mTBI)
or in the interaction between mTBI and PTSD, making this a
research area particularly in need of exploration. However,
extant evidence indicates that mTBI increases the incidence
and severity of PTSD (14). Thus, the presence of mTBI may
exacerbate PTSD-related network disruption.
Although research has begun to test models of PTSD-related
network disruption (15,16), the methods used to date examined
coupling only between pairs of regions, without taking into
account the role of that connection within the greater network.
In addition, these methods examined connectivity only with a set
of a priori “seed” regions, which can lead to important connections being missed (i.e., connections that do not include a
seed region). A missed connection is particularly likely to occur
when only a few seed regions are examined, as has been the
case in existing studies. As a consequence, our understanding of
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trauma-related disturbance in brain networks is limited. For
example, although research has found support for disturbed
top-down PFC2amygdala coupling (16), it is unclear whether
this aberrant coupling is accompanied by disruption within the
top-down control network itself. Disruption in top-down PFC
networks would suggest that disturbed amygdala coupling is due
to a difﬁculty engaging top-down control rather than (or in
addition to) the amygdala being hyperactive to such a degree
that top-down control is deﬁcient.
More recent methodologic advances, in particular, graph
theory (17,18), allow for an increasingly sophisticated analysis
of brain networks at a level of complexity that was impossible
in previous work. Speciﬁcally, graph theory examines all
possible network connections and elucidates key topological
properties of the overall network and subnetworks and the
function of regions within local and global networks (19).
Categories of topological properties include the following:
functional segregation—how optimized the network is for
specialized processing; functional integration—how well the
network can combine specialized information across distributed regions; and centrality—how well a particular region
facilitates network intercommunication (19). These properties
can delineate the functional mechanisms by which altered
network structure contributes to PTSD and TBI pathology. For
example, measures of functional segregation can be used to
assess the integrity of network function in PFC top-down
control networks, providing insight into the mechanism leading
to disrupted regulation of subcortical structures (e.g., amygdala). Similarly, measures of centrality can be used to assess
the inﬂuence of the hippocampus on the overall network,
providing insight into whether hippocampal hypoactivation is
accompanied by a disruption in the importance of the hippocampus for network functioning.
To address these critical gaps, we applied graph theoretic
tools to resting-state functional magnetic resonance imaging
(fMRI) to identify functional networks and topological properties
related to current PTSD severity and mTBI in 208 veterans of
Operation Enduring Freedom, Operation Iraqi Freedom, and
Operation New Dawn, all of whom experienced at least one
traumatic event. Resting-state fMRI was used (vs. diffusion
magnetic resonance imaging, which indexes white matter tracts)
because it assays the functional relationship between regions. To
our knowledge, this sample is the largest used to date to study
trauma-related brain networks. In contrast to most research in
this area (15,16,20), we examined the interplay between PTSD
severity and mTBI, owing to their high comorbidity, overlap in
symptoms, and evidence that TBI increases the incidence and
severity of PTSD (14). In addition to overall PTSD severity, we
examined the constituent symptom clusters (re-experiencing,
avoidance, hyperarousal) to capture potentially important heterogeneity in brain networks related to these phenotypes (12,16).
Based on theoretical and empirical work regarding the
impact of PTSD on network function (9–12), we predicted that
PTSD severity would be linked to disturbed amygdala connectivity with the medial PFC, decreased integrity of PFC
networks (i.e., worse functional segregation), and decreased
overall hippocampal coupling (i.e., worse centrality). Given
evidence that TBI increases the incidence and severity of
PTSD (14), we also predicted that mTBI would exacerbate
PTSD-related network disturbances.

METHODS AND MATERIALS
Supplement 1 contains details regarding participants, assessment measures, and ﬁrst-level processing.

Identiﬁcation of Trauma-Related Network
Connections
To identify network connections that varied with PTSD and
mTBI, connectivity matrices were entered as dependent
variables into the Network-Based Statistic (NBS) tool, version
1.2 (21). The ﬁrst set of models focused on total current PTSD
severity score (summed across symptom clusters). The ﬁrst
model in this set contained total current PTSD and mTBI as
predictors, and the total PTSD 3 mTBI interaction was added
in a second model. The second set of models focused on the
three PTSD symptom clusters (re-experiencing, avoidance,
hyperarousal). The ﬁrst model in this set contained the three
symptom clusters and mTBI as predictors, and symptom
cluster 3 mTBI interactions were added in a second model.
All models contained age and ethnicity nuisance covariates.
An individual connection level threshold of t 5 2.9 was used
with intensity-based correction for multiple comparisons, 5000
permutations, and an overall corrected α , .05.
The pairwise LiNGAM method (22) was used to gain initial
insight into the overall direction of inﬂuence of the connections
observed in NBS analyses. Given that this method requires
nongaussian information to be retained in the time series (23),
preprocessing was repeated substituting in the FMRIB Software Library nonlinear ﬁlter. For each connection, a pairwise
LiNGAM coefﬁcient was estimated for each participant, and a
one-sample t test was computed with signiﬁcance determined
via permutation (5000 permutations).

Identiﬁcation of Trauma-Related Graph Theoretic
Properties
To identify graph theoretic properties that varied with PTSD and
mTBI, connectivity matrices were entered into the Graph Theory
GLM tool (www.nitrc.org/projects/metalab_gtg), which computes properties for each participant using the Brain Connectivity Toolbox (19). Properties for thresholded networks were
computed across a range of density thresholds, and the area
under the curve was computed for use in group-level analyses.
Minimum density was chosen as the lowest value at which
paths between all regions of interest (ROI) remained in a set of
mean networks (mean across sample, networks created by
stratifying across variables of interest). This procedure reduces
potential bias introduced by choice of minimum density
because the density threshold is more likely to be appropriate
for all levels of variables of interest. Minimum density was .19
for positive connections and .16 for negative connections, and
density step (increment used for computing different thresholds)
was .01. Maximum density was speciﬁed as .6.
The following four graph theoretic properties were calculated for thresholded networks (19): 1) density—overall network connectivity (one value computed for entire network); 2)
degree (indexing centrality)—the inﬂuence of a speciﬁc region
on the overall network (one value computed per ROI); 3) global
efﬁciency (indexing functional integration)—the efﬁciency of
overall network communication (one value computed for
entire network); and 4) local efﬁciency (indexing functional
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segregation)—the efﬁciency of communication in the local
network surrounding a region (one value computed per ROI).
An additional ROI-speciﬁc property was calculated on unthresholded networks: participation coefﬁcient (indexing centrality)
—the extent to which a region is connected with regions in
different modules (one value computed per ROI). Modules are
sets of regions having more within-module than betweenmodule coupling, and modularity was computed on the mean
(across sample) network using the Louvain algorithm followed
by the Kernighan-Lin ﬁne-tuning algorithm (10,000 repetitions,
modularization with highest modularity chosen) (see Table S2
in Supplement 1 for module structure). Supplement 1 contains
further information regarding the calculation and interpretation
of the properties. Table S1 in Supplement 1 presents means
and standard deviations.
The ROI-speciﬁc properties were examined only for ROIs found
in the equivalent NBS analyses to have three or more differential
connections. Properties were computed for positive and negative
connections separately. Properties were entered as dependent
variables in robust regressions in the Graph Theory GLM toolbox.
Predictor models were the same as the NBS analyses; however,
relationships were tested only for the predictor that was signiﬁcant
in the equivalent NBS analysis. Signiﬁcance was determined via
permutation tests (5000 repetitions). In addition to calculating
signiﬁcance for each test, permutation-based correction was used
to correct for multiple comparisons across ROIs.

Relationship to Functional Disability
To determine the impact that differences in connections/graph
properties may have on day-to-day functioning, signiﬁcant
dependent variables were correlated with World Health Organization Disability Assessment Schedule II. For NBS networks,
all or a subset of connections in the network were averaged to
create one variable. For connections/properties associated
with the main effect of PTSD/clusters/mTBI, Pearson correlations were computed. For connections/properties associated
with PTSD/clusters 3 mTBI interactions in which both mTBI
groups exhibited effects, univariate analyses of variance were
computed testing the interaction between connections/properties and mTBI. For interactions in which only one mTBI
group exhibited an effect, Pearson correlations were computed within that group. Only signiﬁcant analyses are reported.

RESULTS
Trauma-Related Network Connections
Total PTSD severity and mTBI were not associated with brain
networks. When PTSD symptom clusters were examined, a
network emerged in which higher levels of re-experiencing
were linked to less connectivity among regions (order 15, size
15, corrected p 5 .045) (Figure 1), including several right
hippocampal2right PFC connections. Three of these connections evidenced a signiﬁcant pairwise LiNGAM coefﬁcient,
providing insight into the mean direction of inﬂuence. Specifically, the sign of a signiﬁcant pairwise LiNGAM coefﬁcient
indicates whether region A is inﬂuencing region B or vice
versa. Signiﬁcant pairwise LiNGAM coefﬁcients were found
for right caudal anterior cingulate cortex-right hippocampus
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(Λ 5 .003, p 5 .026), right caudal middle frontal gyrus (MFG)right hippocampus (Λ 5 .002, p 5 .042), and right superior
frontal gyrus-right hippocampus (Λ 5 .002, p 5 .042). Thus,
it appears that right PFC regions signiﬁcant inﬂuence the
hippocampus.
Decreased right hippocampal2right PFC coupling was
related to worse daily functioning on the World Health
Organization Disability Assessment Schedule II, underscoring
the functional importance of this network. Speciﬁcally, mean
connection correlated with the number of days that veterans
reported being totally unable to carry out usual activities (r 5
2.151, p 5 .036) and the number of days veterans reported
having to reduce usual activities (r 5 2.161, p 5 .025).
When interactions between PTSD symptom clusters and
mTBI were examined, we discovered a (nonoverlapping) network in which coupling was negatively related to reexperiencing severity, but only in veterans with mTBI (order
10, size 11, corrected p 5 .025) (Figure 2). One connection
evidenced a signiﬁcant pairwise LiNGAM coefﬁcient: left
putamen-right insula (Λ 5 .003, p 5 .028), suggesting that
the left putamen functionally inﬂuences the right insula.

Trauma-Related Graph Theoretic Properties
Re-experiencing severity predicted lower density (p for positive connections 5 .047), indicating that higher reexperiencing was associated with fewer network connections
overall. The ROI-speciﬁc graph theoretic properties were
examined only for ROIs found in the equivalent NBS analyses
to have three or more differential connections; for reexperiencing analyses, we examined properties for the right
hippocampus, rostral MFG, and posterior cingulate cortex
(PCC). Multiple comparison–corrected p values are in brackets. Re-experiencing predicted three ROI-speciﬁc properties:
1) lower degree for right hippocampus, rostral MFG, and PCC
(positive p 5 .002 [.003], .020 [.026], .033 [.045], negative p 5
.002 [.005], .036 [.050], .027 [.039]); 2) worse local efﬁciency for
right rostral MFG and PCC (negative p 5 .027 [.041], .009
[.017]); and 3) decreased participation coefﬁcient for right
hippocampus (positive p 5 .044 [.067]). Lower degree indicates that the right hippocampus, rostral MFG, and PCC
evidenced a weaker inﬂuence on the overall network in
veterans with high levels of re-experiencing. Similarly, worse
local efﬁciency suggests greater inefﬁciency of communication in the networks surrounding the right rostral MFG and
PCC in high re-experiencing. Finally, decreased participation
coefﬁcient indicates that the right hippocampus interacts with
fewer functional modules in high re-experiencing. Lower right
hippocampus degree was linked to a greater number of days
that veterans had to reduce usual activities (World Health
Organization Disability Assessment Schedule II, r 5 2.150,
p 5 .037), underscoring the functional impact of disrupted
hippocampal networks.
For interaction analyses, we examined properties for the right
insula and right and left caudate. The interaction between reexperiencing and mTBI was linked to right and left caudate local
efﬁciency (positive p 5 .038 [.056], .007 [.009]) and right insula
participation coefﬁcient (positive p 5 .020 [.020]). Speciﬁcally,
re-experiencing predicted lower efﬁciency and participation in
veterans with mTBI, whereas the opposite emerged for veterans
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Figure 1. Network coupling negatively associated with posttraumatic
stress disorder re-experiencing symptoms. Color of circles reﬂects module,
and size represents degree. Stick/ball ﬁgure was created using the
Kamada-Kawai spring embedder algorithm. ACC, anterior cingulate cortex;
IFG, inferior frontal gyrus; L, left; MFG, middle frontal gyrus; MTG, middle
temporal gyrus; OFC, orbitofrontal cortex; PCC, posterior cingulate cortex;
R, right; SFG, superior frontal gyrus.

with no mTBI (Figure 3). Worse local efﬁciency in the right and
left caudate interacted with mTBI to predict the number of days
veterans reported having to reduce usual activities (right, F 5
4.38, p 5 .038; left, F 5 4.69, p 5 .032) (Figure 4). In veterans
with no mTBI, local efﬁciency was positively correlated (right, r 5
.153; left, r 5 .201), whereas a negative correlation was found for
veterans with mTBI (right, r 5 2.172; left, r 5 2.137). Worse
local efﬁciency in the right and left caudate also interacted with
mTBI to predict the number of days veterans reported being
totally unable to carry out usual activities (right, F 5 6.59, p 5
.011; left, F 5 8.28, p 5 .004). In veterans with no mTBI, local
efﬁciency was positively correlated (right, r 5 .297; left, r 5 .308),
whereas a negative correlation was found for veterans with
mTBI (right, r 5 2.128; left, r 5 2.092). These ﬁndings highlight
the necessity of considering PTSD networks in a TBI context.
Supplement 1 contains analyses to isolate which speciﬁc
symptoms contributed to cluster ﬁndings.

DISCUSSION
PTSD and mTBI can be extremely debilitating, and a comprehensive understanding of the neural networks involved in these
conditions has yet to be achieved. We identiﬁed two networks
linked to current PTSD re-experiencing severity, but we did not
observe effects for total PTSD, avoidance, or hyperarousal.

Re-experiencing-Related Network Disturbance
The ﬁrst network (Figure 1) evidenced decoupling at higher
levels of re-experiencing. Consistent with hypotheses, the

hippocampus had the largest number of weakened connections, all of which were with regions of the right PFC linked to
top-down control (24). Hippocampal2PFC decoupling may
be related to weaker downregulation of trauma-related hippocampal associations, potentially leading to intrusion by trauma
memories. However, the hippocampus plays a primary role in
relational memory, including linking events to appropriate
contexts (25). Re-experiencing-related reduction in hippocampal coupling (degree), particularly with regions in multiple
modules (participation coefﬁcient, although the ﬁnding
became marginal after correction for multiple comparisons),
may reﬂect a failure by the hippocampus to contextualize
trauma memories properly, which may promote overgeneralization of such memories (26).
The PFC may fail to recruit the hippocampus appropriately
to propagate contextual information to other functional modules, and our ﬁndings hint at a potential mechanism for this
failure. Speciﬁcally, re-experiencing-related decreases in rostral MFG local efﬁciency indicate that processing in that
module is less coherent, which may reﬂect a disruption in
top-down control processes instantiated therein. Preliminary
tests of the direction of inﬂuence also support the hypothesis
that the right PFC is engaged in top-down regulation of
hippocampal processes, which may be disrupted in reexperiencing. Speciﬁcally, the direction of inﬂuence for three
regions of the right PFC (caudal MFG, caudal anterior cingulate cortex, superior frontal gyrus) was found to be PFChippocampus.
Re-experiencing was also linked to inefﬁciency in the
network surrounding the PCC, a critical hub for interregional
transmission (27). Hippocampal2PCC decoupling may
reﬂect one mechanism by which the hippocampus fails to
propagate appropriate contextual information. At the present
time, these are speculative interpretations that require formal
testing using sensitive cognitive paradigms. However, the
hippocampal network disruptions demonstrated here were
related to worse real-world function, suggesting that
these disruptions contribute signiﬁcantly to PTSD-related
impairment.
When individual re-experiencing symptoms were investigated, “physiologic reactivity on exposure to trauma cues”
contributed signiﬁcant unique variance to most of these
ﬁndings; this is consistent with the idea that the hippocampus
is failing to propagate appropriate contextual information when
trauma-related memories are cued. For example, in veterans
without high levels of re-experiencing, the hippocampus may
signal that the current context is safe. Cues that could be
interpreted as trauma related are instead processed as “safe,”
whereas this fails to occur in individuals with high levels of reexperiencing.

Interactive Impact of PTSD and Mild TBI
We discovered a second network that included regions of
the basal ganglia (caudate/putamen) and the PFC (Figure 2).
Re-experiencing-related network decoupling was observed
only in veterans with mTBI, indicating that mTBI facilitates
the relationship between re-experiencing symptoms and
decoupling. Given research indicating that the basal ganglia
and PFC interactively gate access to working memory in a
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contribute unique variance to caudate local efﬁciency or right
insula participation coefﬁcient, suggesting that these ﬁndings
are related to the larger re-experiencing construct.
The mechanism behind the speciﬁcity of the second network to veterans with mTBI requires further investigation.
Individuals with mTBI show no gross brain damage on
conventional structural magnetic resonance imaging, suggesting that network disruption occurs at a ﬁner neural scale.
Given the nonspeciﬁc regional impact of mTBI, it likely
disrupts many networks, and we observed networks particular
to re-experiencing. Regardless, our ﬁndings highlight the
importance of examining PTSD and TBI in tandem and provide
a potential brain mechanism by which TBI increases the
incidence and severity of PTSD symptoms (14). Given high
levels of comorbidity, exploring the interactive impact of PTSD
and TBI is critical.

Relationship to Anatomic Connectivity
It is important to note that fMRI coupling does not imply direct
anatomic connection, given that these analyses are not strictly
bounded by the presence of such connections. Functional
connections can be detected that might otherwise be missed

Figure 2. Mild traumatic brain injury moderating association between
posttraumatic stress disorder re-experiencing symptoms and network
coupling. Color of circles reﬂects module, and size represents degree.
Stick/ball ﬁgure was created using the Kamada-Kawai spring embedder
algorithm. ACC, anterior cingulate cortex; IFG, inferior frontal gyrus; L, left;
Mean Network Connection Strength, mean strength of re-experiencing 3
mTBI connections; MFG, middle frontal gyrus; mTBI, mild traumatic brain
injury; PCC, posterior cingulate cortex; R, right.

context-dependent manner (28), decoupling in this network
may be associated with weakened protection against trauma
associations inappropriately entering working memory (e.g., in
safe contexts). Our ﬁnding in mTBI that re-experiencing
severity was associated with worse local efﬁciency in the
network surrounding the caudate supports this interpretation,
particularly because worse caudate local efﬁciency was also
linked to greater functional disability.
Given the role of the insula in assessing salience (29), insula
decoupling in the second network may reﬂect disrupted
salience determination for currently relevant stimuli, which
would allow associations with previously salient (i.e., traumarelated) stimuli to interrupt ongoing activities. The inﬂuence of
the insula appears to be less widespread in mTBI, given that
re-experiencing severity predicted reduced insula participation
coefﬁcient (Figure 3) in mTBI. Resting-state fMRI data cannot
support direct inferences about speciﬁc processes occurring
in the identiﬁed networks. Future research should examine
trauma-related pathology in these networks using tasks that
recruit the processes discussed earlier.
When individual re-experiencing symptoms were investigated, the interaction between mTBI and “physiologic reactivity on exposure to trauma cues” contributed signiﬁcant
unique variance to mean connection strength in the identiﬁed
network. However, no speciﬁc symptoms were found to
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Figure 3. Mild traumatic brain injury moderating association between
posttraumatic stress disorder re-experiencing symptoms and graph theoretic properties. Local Efﬁciency, local efﬁciency for left caudate calculated
using positive weights; mTBI, mild traumatic brain injury; Participation
Coefﬁcient, participation coefﬁcient for right insula calculated using positive
weights. Graph for right caudate local efﬁciency is extremely similar to
graph for the left caudate.
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Figure 4. Mild traumatic brain injury moderation of association between
local efﬁciency for left caudate and World Health Organization Disability
Assessment Schedule II disability. mTBI, mild traumatic brain injury; Local
Efﬁciency (positive connections), local efﬁciency values for left caudate
calculated using positive weights; Days Activities Reduced, number of days
(in last 30) that participants reported having to reduce their typical daily
activities, indexed by World Health Organization Disability Assessment
Schedule II. Graphs for right caudate and for number of days totally unable
to carry out usual activities are extremely similar to the graph depicted here.

(e.g., when anatomically mediated via the thalamus, an
intermediary for many connections and unlikely to have a
functional time course reﬂective of any particular link). Potential anatomic mediators for the observed network related to
the main effect of re-experiencing include the cingulum bundle
or thalamostriatal loops (via the anterior column of the fornix)
mediating connections between the hippocampus and right
PFC. The right PFC has direct connections to the supramarginal gyrus (via the superior longitudinal fasciculus), and
the PCC has direct connections to the insula, inferior frontal
gyrus, and middle temporal gyrus (via the cingulum).
With regard to the network related to the re-experiencing 3
mTBI interaction, the insula has direct connections with the
putamen and caudate, and the caudate is connected with the
PCC via the cingulum bundle. The caudate receives direct
projections from the ACC and inferior frontal gyrus and
projects back via pallidum-thalamus. Future research is
needed to determine exact anatomic pathways and whether
trauma-related network disturbance is due to differences in
functional or anatomic pathways. Speciﬁcally, combining fMRI
with measures of anatomic connectivity (e.g., diffusion) is likely
needed to best identify pathology-related disturbance in brain
networks.

Implications
Overall, graph theoretic analyses indicate that re-experiencing
is linked to worse functional segregation (local efﬁciency),
suggesting that some forms of specialized processing (e.g.,
protection against intrusion) are less effective. We did not ﬁnd
differences in functional integration, suggesting that combining specialized information across distal regions may be intact
in PTSD and mTBI. We also did not ﬁnd associations with
avoidance or hyperarousal severity, suggesting that our study
context is particularly relevant for re-experiencing. Although
resting fMRI coupling is thought to be relatively stable (29), the

absence of an external task may increase the likelihood of
trauma re-experiencing during the scan. Active/directed tasks
(e.g., encountering threat-related stimuli) may be required to
engage avoidance/hyperarousal-related networks.
Contrary to our hypothesis, we did not observe traumarelated disturbances in amygdala coupling. Given that disturbed amygdala2PFC coupling has been linked to the hyperarousal symptom cluster (16), it is possible that an active/
directed task is also required for amygdala-related disturbances
to manifest. Methods to apply graph theory tools to such
functional tasks are currently being developed (J.M. Spielberg,
Ph.D., et al., unpublished data, 2015). Future research can
employ these tools to more fully elucidate trauma-related
disturbances in the topological role of the amygdala.
It is unclear whether the network disturbances observed in
the present study were present before trauma or are a
consequence of trauma exposure itself. For example, research
indicates that stress leads to a decrease in the expression of
brain-derived neurotrophic factor, which promotes hippocampal and PFC atrophy (30). This pathway could explain our
ﬁnding of decreased connectivity between these structures,
along with observed decreases in the general inﬂuence of
these regions on the network (i.e., density). It is also possible
that weaker hippocampal2PFC connectivity represents a risk
factor for the development of re-experiencing symptoms after
trauma, such that reductions in the propagation of contextual
information from the hippocampus allow traumatic memories
to be triggered in a wider array of contexts. An interaction
between these pathways is possible as well, with atrophy
driven by brain-derived neurotrophic factor diminishing hippocampal2PFC coupling to the point of dysfunction in individuals for whom coupling was already weakened.
With regard to the interaction between re-experiencing and
TBI, it is likely that these ﬁndings are at least partly a
consequence of the TBI event, given that it is unlikely for the
network disturbances to have led in some way to the TBI
event. However, it is unclear whether observed disturbances
reﬂect an exacerbation of previously weakened connections
between PFC, basal ganglia, and insula or are a consequence
of the traumatic event. Further research examining at-risk
individuals (e.g., relatives of affected persons) or shifts in brain
networks before and after trauma (e.g., before and after
military deployment) is needed to elucidate speciﬁc causal
pathways associated with the observed network disturbances.
Although not a limitation per se, the present ﬁndings cannot
be directly applied to clinical practice. Rather, our ﬁndings
further delineate the speciﬁc network disruptions that characterize trauma-related pathology. If replicated, one clinical use
for the present ﬁndings is to inform the creation of multivariate
algorithms that use information from multiple domains (e.g.,
brain networks, genetic markers, self-report, clinical interviews) to guide diagnosis and treatment selection. Although
such algorithms are not yet available, the barriers to their
implementation are currently being identiﬁed and addressed
(31,32).
In conclusion, we demonstrate in a large sample of veterans
that trauma-related pathology has important and heterogeneous effects on brain networks and related graph theoretic
topological properties. These results move us closer to understanding the precise networks disturbed by trauma and
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highlight the importance of taking into account the interactive
effects of different manifestations of trauma pathology.

9.
10.

ACKNOWLEDGMENTS AND DISCLOSURES
This work was supported by the Translational Research Center for TBI and
Stress Disorders, a U.S. Department of Veterans Affairs Rehabilitation
Research and Development Traumatic Brain Injury Center of Excellence
(Grant No. B9254-C).
We thank Wally Musto for his championship of our work among military
personnel and his tireless recruitment efforts on our behalf; the entire
Translational Research Center for TBI and Stress Disorders team for their
assistance with data collection and management, in particular, Drs. Fortier,
Amick, and Kenna for conducting the extensive clinical interviews and Drs.
Corbo and Robinson for magnetic resonance imaging data collection and
processing; and Dr. Naomi Sadeh for her invaluable feedback during the
writing process.
The authors report no biomedical ﬁnancial interests or potential conﬂicts
of interest.

11.
12.

13.

14.

15.

16.

ARTICLE INFORMATION
From the Neuroimaging Research for Veterans Center (JMS, DHS) and
Geriatric Research, Education and Clinical Center and Translational
Research Center for TBI and Stress Disorders (REM, WPM), VA Boston
Healthcare System; Department of Psychiatry (JMS), Boston University
School of Medicine; and Departments of Psychiatry (REM, WPM) and
Radiology (DHS), Harvard Medical School, Boston, Massachusetts.
Address correspondence to Jeffrey M. Spielberg, Ph.D., Neuroimaging
Research for Veterans Center, VA Boston Healthcare System, 150 South
Huntington Avenue (182 JP), Boston, MA 02130; E-mail: jmsp@bu.edu.
Received Aug 19, 2014; revised Jan 12, 2015; accepted Feb 6, 2015.
Supplementary material cited in this article is available online at http://
dx.doi.org/10.1016/j.biopsych.2015.02.013.

17.
18.
19.
20.

21.
22.

REFERENCES
1.

2.

3.

4.

5.

6.

7.
8.

216

Gates MA, Holowka DW, Vasterling JJ, Keane TM, Marx BP, Rosen
RC (2012): Posttraumatic stress disorder in veterans and military
personnel: Epidemiology, screening, and case recognition. Psychol
Serv 9:361–382.
MacGregor AJ, Shaffer RA, Dougherty AL, Galarneau MR, Raman R,
Baker DG, et al. (2010): Prevalence and psychological correlates of
traumatic brain injury in Operation Iraqi Freedom. J Head Trauma
Rehabil 25:1–8.
Obama B (2012): Improving access to mental health services for
veterans, service members, and military families. Executive Order
issued August 31, 2012 by President Barack Obama. Available at:
http://www.whitehouse.gov/the-press-ofﬁce/2012/08/31/executiveorder-improving-access-mental-health-services-veterans-service.
Accessed April 11, 2014.
Friedman MJ, Schnurr PP, McDonagh-Coyle A (1994): Post-traumatic
stress disorder in the military veteran. Psychiatr Clin North Am 17:
265–277.
Panagioti M, Gooding PA, Tarrier N (2012): A meta-analysis of the
association between posttraumatic stress disorder and suicidality:
The role of comorbid depression. Compr Psychiatry 53:915–930.
Wisco BE, Marx BP, Holowka DW, Vasterling JJ, Han SC, Chen MS,
et al. (2014): Traumatic brain injury, PTSD, and current suicidal ideation
among Iraq and Afghanistan U.S. veterans. J Trauma Stress 27:244–248.
Insel TR (2010): Faulty circuits. Sci Am 302:44–51.
Morris SE, Cuthbert BN (2012): Research Domain Criteria: Cognitive
systems, neural circuits, and dimensions of behavior. Dialogues Clin
Neurosci 14:29–37.

23.

24.
25.
26.

27.
28.

29.

30.
31.

32.

Garﬁnkel SN, Liberzon I (2009): A review of neuroimaging ﬁndings.
Psychiatr Ann 39:370–381.
Shin LM, Rauch SL, Pitman RK (2006): Amygdala, medial prefrontal
cortex, and hippocampal function in PTSD. Ann N Y Acad Sci 1071:
67–79.
Liberzon I, Sripada CS (2008): The functional neuroanatomy of PTSD:
A critical review. Prog Brain Res 167:151–169.
Suvak MK, Barrett LF (2011): Considering PTSD from the perspective
of brain processes: A psychological construction approach. J Trauma
Stress 24:3–24.
Etkin A, Wager T (2007): Functional neuroimaging of anxiety: A metaanalysis of emotional processing in PTSD, social anxiety disorder, and
speciﬁc phobia. Am J Psychiatry 164:1476–1488.
Vasterling JJ, Verfaellie M, Sullivan KD (2009): Mild traumatic brain
injury and posttraumatic stress disorder in returning veterans: Perspectives from cognitive neuroscience. Clin Psychol Rev 29:674–684.
Brown VM, LaBar KS, Haswell CC, Gold AL, McCarthy G, Morey RA
(2014): Altered resting-state functional connectivity of basolateral and
centromedial amygdala complexes in posttraumatic stress disorder.
Neuropsychopharmacology 39:351–359.
Sadeh N, Spielberg JM, Warren SL, Miller GA, Heller W (2014):
Aberrant neural connectivity during emotional processing associated
with posttraumatic stress. Clin Psychol Sci 2:748–755.
Rubinov M, Bullmore E (2013): Fledgling pathoconnectomics of
psychiatric disorders. Trends Cogn Sci 17:641–647.
Turk-Browne NB (2013): Functional interactions as big data in the
human brain. Science 342:580–584.
Rubinov M, Sporns O (2010): Complex network measures of brain
connectivity: Uses and interpretations. Neuroimage 52:1059–1069.
Bonnelle V, Leech R, Kinnunen KM, Ham TE, Beckmann CF,
De Boissezon X, et al. (2011): Default mode network connectivity
predicts sustained attention deﬁcits after traumatic brain injury.
J Neurosci 31:13442–13451.
Zalesky A, Fornito A, Bullmore ET (2010): Network-based statistic:
Identifying differences in brain networks. Neuroimage 53:1197–1207.
Hyvärinen A, Smith SM (2013): Pairwise likelihood ratios for estimation of
non-Gaussian structural equation models. J Mach Learn Res 14:111–152.
Ramsey JD, Sanchez-Romero R, Glymour C (2014): Non-Gaussian
methods and high-pass ﬁlters in the estimation of effective connections. Neuroimage 84:986–1006.
Banich MT (2009): Executive function the search for an integrated
account. Current Directions in Psychological Science 18:89–94.
Konkel A, Cohen NJ (2009): Relational memory and the hippocampus:
Representations and methods. Front Neurosci 3:166–174.
Brown AD, Root JC, Romano TA, Chang LJ, Bryant RA, Hirst W
(2013): Overgeneralized autobiographical memory and future thinking
in combat veterans with posttraumatic stress disorder. J Behav Ther
Exp Psychiatry 44:129–134.
van den Heuvel MP, Sporns O (2013): Network hubs in the human
brain. Trends Cogn Sci 17:683–696.
Badre D, Frank MJ (2012): Mechanisms of hierarchical reinforcement
learning in cortico-striatal circuits 2: Evidence from fMRI. Cereb
Cortex 22:527–536.
Seeley WW, Menon V, Schatzberg AF, Keller J, Glover GH, Kenna H,
et al. (2007): Dissociable intrinsic connectivity networks for salience
processing and executive control. J Neurosci 27:2349–2356.
Duman RS, Monteggia LM (2006): A neurotrophic model for stressrelated mood disorders. Biol Psychiatry 59:1116–1127.
Castellanos FX, Di Martino A, Craddock RC, Mehta AD, Milham MP
(2013): Clinical applications of the functional connectome. Neuroimage 80:527–540.
Klöppel S, Abdulkadir A, Jack CR Jr, Koutsouleris N, Mourão-miranda
J, Vemuri P (2012): Diagnostic neuroimaing across diseases. Neuroimage 61:457–463.

Biological Psychiatry August 1, 2015; 78:210–216 www.sobp.org/journal

