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Introduction

Despite each disorder having a distinct etiology, post-traumatic stress disorder (PTSD), and mild
traumatic brain injury (mTBI) often exhibit overlapping symptomatology that makes clinical
diagnosis difficult. Furthermore, identification using structural imaging is impractical because
anatomical alterations, if they exist at all, can be subtle, or lie beyond the resolution of current
technology. Functional MRI, which relies on an indirect measure of brain function (that of blood
hemodynamics), has revealed that aberrant functional connectivity (FC) is prevalent in these
disorders (1, 2), and machine learning/pattern classification shows promise that these injuries
can be objectively classified on certain feature parameters within the spontaneous fluctuations of
these signals (3). Although these analyses could potentially aid diagnosis, theories of how these
disorders impact underlying neurophysiological interactions and neural network function remain
scant.

Generating the questions driving answers to this knowledge gap, basic neuroscience research
is increasingly revealing the critical role that neurophysiological networks and their dynamics
play in cognition and behavior (4). From a philosophical viewpoint, there has been a Kuhnian
epistemological paradigm shift from a reductionist, and historically segregative approach toward, or
at least combined with, an integrative neural doctrine (5). In other words, ontological standpoints
are being driven by neuroscience moving toward the view that mental states are the population-
level interactions of neurons, rather than simply the activity of “independent” neurophysiological
units; the emergent properties of these networks ultimately give rise to our inner mental life.
Understanding how perturbations to these networks results in psychiatric and neurological disorders
will be crucial in future explanations, and ultimately the efficacy of diagnostics, intervention, and
prognostication.

In this short opinion piece, I discuss some of the Taylor and Pang laboratory’s recent exploratory
studies using resting-state paradigms with magnetoencephalography (MEG) that have investigated
FC and spontaneous networks in two groups of these patients by examining “intrinsic coupling
modes” [ICMs (6)]. These putative types of network interactions comprise distinct mechanisms that
facilitate the spatiotemporal organization of ongoing and spontaneous brain activity that defines our
psychological state (these modes also subserve goal-directed action, but this is outside the scope of
the current piece). I will describe the phenomenology of discrete neurophysiological connectivity
profiles evident in the specific cohorts we tested with these disorders, and how they differ in subtle
but important ways as well as theorize on the underlying alterations to connectivity that drive these
macroscopic markers of disease.
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Coincidence of Symptomatology in
Psychological and Physical Trauma

Psychological and physical trauma can give rise to severe psy-
chiatric (PTSD) and neurological (mTBI) disorders that severely
affect a patient’s quality of life and impart a huge burden on
a healthcare system. These disorders are defined by symptoma-
tology that is often distinct, but in some cases, at the interface
between these conditions, overlapping features occur that makes
diagnosis difficult for clinicians. A non-exhaustive list of coin-
cident symptoms includes anxiety, depression, cognitive deficits
(including attention, memory, and cognitive control), irritability,
and insomnia (Figure 1A). Compounding the difficulty of this
differentiation is that physical trauma can often lead to PTSD, or

mTBI, or a combination of the two; this is especially prevalent in
the military. Correct diagnosis is important due to differences in
treatment required for these disorders, and this is where delin-
eation based on profiles of brain FC is starting to show promise in
both health science and objective assessment. Before the findings
are described, I will first explain the types of ICMs [for an in-depth
review, see Ref. (6)].

Mechanisms of Interregional
Communication

The two varieties of ICMs that facilitate interregional
communication are subserved by (1) the phase synchronization
of band-limited oscillations (“phase ICMs”; Figure 1B, I)
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FIGURE 1 | (A) Interface of PTSD and mTBI symptomatology, and empirical evidence of altered spontaneous functional connectivity patterns in a resting-state
paradigm. Both patient groups show elevated connectivity compared to their respective control groups, with increased coupling in PTSD mediated by high-frequency
(high gamma-range, 80-150 Hz) oscillatory synchronization; in the mTBI group connectivity is enhanced in the low-frequency range (delta-theta range, 1-3 and
3-7Hz), and is typified by envelope amplitude cross-correlations/temporal covariations. (B) Hypothesized role of coupled oscillators in interregional brain
communication, and the distinct mechanisms of “intrinsic coupling modes.” These are divided into phase ICMs (facilitating communication between regions 1 and 2,
described in 1), and envelope ICMs (regulating temporally coordinated activity between regions 2 and 3, described in Il). In contrast to these mechanisms, regions 1
and 3 are neither phase synchronized nor amplitude coupled, and therefore communication is suppressed between these regions. (C) Summary of findings and the
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and (2) the coupling of band-limited amplitude (or power)
envelopes (“envelope ICMs”; Figure 1B, II). Phase ICMs can
be measured in a variety of ways, but tend to be defined by the
degree of coherence/imaginary coherence or synchronization
(phase relationship) of the ongoing oscillation between neural
populations. Envelope ICMs are computed by the cross-
correlation (temporal covariation) of the amplitude (or power) of
the oscillatory envelope.

In terms of their functional significance, phase ICMs are
thought to support the integration or inhibition of spiking
information between two regions. Termed the “communication-
through-coherence” hypothesis (7), these “rhythmic fluctuations
in excitability” essentially open and close temporal windows of
communication that modulate the probability of synaptic input
and/or outgoing spiking activity; in other words, depending on the
ongoing phase of the oscillation, information is likely to be more
readily integrated or suppressed. For example, it might be such
that when the phases align, communication between regions is
supported, and conversely, when the phases do not align (in anti-
phase), communication is inhibited. Therefore, these oscillations
provide a way for the brain to dynamically coordinate information
in and around the largely static structure (in mesoscopic time
scales) of the brain’s circuitry (8). In this way, phase ICMs are
highly state dependent, and characterize the ebb and flow of
cognitive contents across regions.

The functional role of envelope ICMs is less certain, but they are
thought to reflect the coactivation of regions, as well as being more
dependent on the underlying structure of neural pathways than
phase ICMs. Evidence has shown that types of interactions are
also more closely associated with blood-oxygen-level-dependent
(BOLD) activity fluctuations (9), and perhaps modulate percep-
tual and cognitive processing on aperiodic or slow time scales,
and could be envisaged as the “yoking” of regions required for
a task (or conversely, the inhibition of irrelevant regions). In
other words, envelope ICMs appear to represent the coherent
fluctuations of coordinated local/regional activity.

So in terms of their general significance, phase ICM:s facilitate
the integration of information between separate regions across the
cortex, while envelope ICMs are thought to regulate the activation
(both excitation or inhibition) of relevant or irrelevant regions
required for cognition and action. Below, I discuss how these
mechanistic properties of neural networks are perturbed in these
traumatized populations, and how they differ between disorders.

Effect of Trauma on Network Dynamics

As part of a larger study examining the utility of MEG for the
objective assessment of PTSD in the Canadian Armed Forces,
we recruited a cohort of soldiers with combat-related PTSD and
a trauma-exposed control group [for details, see Ref. (10)]. For
our mTBI group, we recruited patients with an incidence of con-
cussion in the previous 3 months as well as a control group of
healthy participants without a history of head injury (11). All
groups were subjected to a short battery of cognitive-behavioral
tests (measuring disorders of attention, depression, and anxiety),
as well as a number of MEG data acquisitions, including both
resting state and task. Here, I describe the resting-state data.

We observed increased connectivity in both groups, but impor-
tantly, the difference with respect to controls was demarcated by
the type of ICM. The PTSD group was distinguished by fast-wave
phase synchronization, while the mTBI group was found to differ
from controls in slow-wave amplitude coupling (Figure 1C).

Hyperconnectivity in the PTSD group involved the left hip-
pocampus, temporal, and frontal regions, and I speculate that
this reflects some of the primary positive clinical symptoms of
PTSD, which are known include disturbing mental imagery and
hyperarousal (in contrast to this, there are also negative clinical
symptoms in PTSD, including withdrawal, dissociation, and emo-
tional numbing). This is supported by the finding that the left
hippocampal connectivity strength to other nodes in the aberrant
network was significantly correlated with PTSD symptom severity
(measured using the PTSD Check List; future studies will examine
how these network measures specifically relate to subscales on
the PCL). Previous evidence from intracranial recording supports
this position, with studies showing that that hippocampal-cortical
gamma synchrony is associated with the formation of episodic
memories (12) and a state of vigilance (13). Furthermore, other
groups have observed hypersynchronized networks in the disor-
der, and speculate that this might be due to re-experiencing of
traumatic memories (14). Support from resting-EEG studies has
also shown that gamma activity may be associated with a state of
hyperarousal/vigilance in PTSD (15).

The elevated connectivity seen in the mTBI group was confined
to slow-waves (delta, theta, and alpha bands), which at the local
level are thought to represent “gating-by-inhibition” (16), and I
propose that these regional fluctuations of oscillatory amplitude
are reflective of the yoking between areas. This unwanted coupling
or yoking, is, in turn, perhaps one of the underlying reasons for a
major complaint of mTBI patients, that of a difficulty in mental
flexibility and attentional control; anecdotally often referred to
as “feeling in a fog” This position is supported by the finding
that large-scale networks mediated by low-frequency amplitude
coupling was highly correlated with the inattentive subscale on
the Generalized Anxiety Disorder test score; in other words,
the degree of covariation in amplitude between two regions was
positively associated with attentional problems.

Consequently, I propose that the phenomenological role of
these oscillations in these traumatized cohorts is twofold; given
previous research on the cortico-hippocampal the high-frequency
phase synchronization, I speculate that these interactions seen
in our combat-related PTSD group is related to the psycho-
logical state of re-experiencing traumatic memories and the
other positive clinical symptoms (hypervigiliance, for exam-
ple), while amplitude covariations in the mTBI group reflects
microscopic structural alterations and the unnecessary cou-
pling of brain regions that results in the associated atten-
tional sequelae that typify the disorder. These hypotheses will
require testing in future studies by examining how specific
symptom clusters of these disorders relate to these connectivity
profiles (Figure 1C).

There is a paucity of research examining the relations between
these two modes of network action. However, it appears that
these mediating mechanisms can function independently of one
another (6). In terms of the underlying role of these similar,
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but distinct, mechanisms, envelope ICMs are theorized to be
highly dependent on the underlying structural connectivity (17,
18), with a low-to-moderate dependence on the current cognitive
state, and functionally, to be a regulatory mechanism for the
temporal coordination of activation in brain regions. Conversely,
phase ICMs have a less concrete relation to the physical structure
of the network (4, 19), and are crucial in the organization of func-
tional brain networks and their alterations (20). As an extension
of this, phase ICMs display a high cognitive state dependence, and
reiterating an earlier point, as regulatory in the integration (or
suppression) of information across brain regions (6, 10).

Conclusion

In summary, we observed elevated MEG connectivity in both
patient groups that was differentiated by the frequency and mech-
anism of coupling. In terms of the group differences we found in
envelope ICM elevations in mTBI, I propose that these alterations
are closely related to structural changes, such as white matter
damage and deafferentation that subsequently impart secondary
consequences on cognition. In PTSD, the hypersynchrony of this
group could a marker of re-experiencing of disturbing mental

References

1. Rabinak CA, Angstadt M, Welsh RC, Kenndy AE, Lyubkin M, Martis B, et al.
Altered amygdala resting-state functional connectivity in post-traumatic stress
disorder. Front Psychiatry (2011) 2:62. d0i:10.3389/fpsyt.2011.00062

2. Tang CY, Eaves E, Dams-O’Connor K, Ho L, Leung E, Wong E, et al. Diffuse
disconnectivity in tBi: a resting state fMri anD Dti stuDy. Trans! Neurosci (2012)
3(1):9-14. doi:10.2478/s13380-012-0003-3

3. Meyers JE, Miller RM, Tuita ARR. Using pattern analysis matching to differ-
entiate TBI and PTSD in a military sample. Appl Neuropsychol Adult (2014)
21(1):60-8. doi:10.1080/09084282.2012.737881

4. Siegel M, Donner TH, Engel AK. Spectral fingerprints of large-scale neuronal
interactions. Nat Rev Neurosci (2012) 13:20-5. doi:10.1038/nrn3137

5. Yuste R. From the neuron doctrine to neural networks. Nat Rev Neurosci (2015)
16(8):487-97. doi:10.1038/nrn3962

6. Engel AK, Gerloff C, Hilgetag CC, Nolte G. Intrinsic coupling modes: multiscale
interactions in ongoing brain activity. Neuron (2013) 80(4):867-86. doi:10.
1016/j.neuron.2013.09.038

7. Fries P. A mechanism for cognitive dynamics: neuronal communication
through neuronal coherence. Trends Cogn Sci (2005) 9(10):474-80. doi:10.1016/
j.tics.2005.08.011

8. Buzsdki G, Wang X-J. Mechanisms of gamma oscillations. Annu Rev Neurosci
(2012) 35(1):203-25. doi:10.1146/annurev-neuro-062111-150444

9. Magri C, Schridde U, Murayama Y, Panzeri S, Logothetis NK. The amplitude
and timing of the BOLD signal reflects the relationship between local field
potential power at different frequencies. ] Neurosci (2012) 32(4):1395-407.

10. Dunkley BT, Doesburg SM, Sedge PA, Grodecki R], Shek PN, Pang EW, et al.
Resting-state hippocampal connectivity correlates with symptom severity in
post-traumatic stress disorder. Neuroimage Clin (2014) 5:377-84. doi:10.1016/
j-nicl.2014.07.017

11. Dunkley BT, Da Costa L, Bethune A, Jetly R, Pang EW, Taylor MJ, et al.
Low-frequency connectivity is associated with mild traumatic brain injury.
Neuroimage Clin (2015) 7:611-21. doi:10.1016/j.nicl.2015.02.020

12. Fell J, Klaver P, Lehnertz K, Grunwald T, Schaller C, Elger CE, et al
Human memory formation is accompanied by rhinal-hippocampal

imagery and hyper-vigilant states. Furthermore, we found that
the alterations in connectivity evident in patient groups appear to
explain some of the cognitive sequelae that typify the symptoms
of these disorders. Despite this, we should exercise caution in
attribution of any specific functional roles to canonical oscilla-
tions, as emerging evidence suggests the role of these “spectral
fingerprints” are far more complicated than our current under-
standing, and that the underlying neural processes that mediate
brain/mental states cannot simply be ascribed to one frequency,
but the interplay within and among them. Moving forward, there
is potential to use these macroscopic functional markers in a
diagnostic, prognostic, and intervention fashion, and particularly
in guiding future interventionist treatments, such as rTMS and
TDCS, that appear to modulate the intrinsic oscillatory state of
the brain and its topological nature.

Acknowledgments

Thanks to Drs. Margot J. Taylor and Elizabeth W. Pang for their
helpful comments on this manuscript. This work was supported
by funding from Defence Research and Development Canada
(DRDC) (Contract #: W7719-135182/001/TOR).

coupling and decoupling. Nat Neurosci (2001) 4(12):1259-64. doi:10.1038/
nn759

13. Llinas RR, Steriade M. Bursting of thalamic neurons and states of vigilance. J
Neurophysiol (2006) 95(6):3297-308. doi:10.1152/jn.00166.2006

14. Engdahl B, Leuthold AC, Tan H-RM, Lewis SM, Winskowski AM, Dikel TN,
et al. Post-traumatic stress disorder: a right temporal lobe syndrome? ] Neural
Eng (2010) 7(6):066005. doi:10.1088/1741-2560/7/6/066005

15. Lee S-H, Yoon S, Kim J-I, Jin S-H, Chung CK. Functional connectivity of
resting state EEG and symptom severity in patients with post-traumatic stress
disorder. Prog Neuropsychopharmacol Biol Psychiatry (2014) 51:51-7. doi:10.
1016/j.pnpbp.2014.01.008

16. Jensen O, Mazaheri A. Shaping functional architecture by oscillatory alpha
activity: gating by inhibition. Front Hum Neurosci (2010) 4:186. doi:10.3389/
fnhum.2010.00186

17. Greicius MD, Supekar K, Menon V, Dougherty RE Resting-state functional
connectivity reflects structural connectivity in the default mode network. Cereb
Cortex (2009) 19(1):72-8. d0i:10.1093/cercor/bhn059

18. Vincent JL, Patel GH, Fox MD, Snyder AZ, Baker JT, Van Essen DC, et al.
Intrinsic functional architecture in the anaesthetized monkey brain. Nature
(2007) 447(7140):83-6. doi:10.1038/nature05758

19. Engel AK, Fries P. Beta-band oscillations-signalling the status quo? Curr Opin
Neurobiol (2010) 20(2):156-65. doi:10.1016/j.conb.2010.02.015

20. Honey CJ, Thesen T, Donner TH, Silbert L], Carlson CE, Devinsky O, et al. Slow
cortical dynamics and the accumulation of information over long timescales.
Neuron (2012) 76(2):423-34. doi:10.1016/j.neuron.2012.08.011

Conflict of Interest Statement: The author declares that the research was con-
ducted in the absence of any commercial or financial relationships that could be
construed as a potential conflict of interest.

Copyright © 2015 Dunkley. This is an open-access article distributed under the terms
of the Creative Commons Attribution License (CC BY). The use, distribution or
reproduction in other forums is permitted, provided the original author(s) or licensor
are credited and that the original publication in this journal is cited, in accordance with
accepted academic practice. No use, distribution or reproduction is permitted which
does not comply with these terms.

Frontiers in Psychiatry | www.frontiersin.org

October 2015 | Volume 6 | Article 140


http://dx.doi.org/10.3389/fpsyt.2011.00062
http://dx.doi.org/10.2478/s13380-012-0003-3
http://dx.doi.org/10.1080/09084282.2012.737881
http://dx.doi.org/10.1038/nrn3137
http://dx.doi.org/10.1038/nrn3962
http://dx.doi.org/10.1016/j.neuron.2013.09.038
http://dx.doi.org/10.1016/j.neuron.2013.09.038
http://dx.doi.org/10.1016/j.tics.2005.08.011
http://dx.doi.org/10.1016/j.tics.2005.08.011
http://dx.doi.org/10.1146/annurev-neuro-062111-150444
http://dx.doi.org/10.1016/j.nicl.2014.07.017
http://dx.doi.org/10.1016/j.nicl.2014.07.017
http://dx.doi.org/10.1016/j.nicl.2015.02.020
http://dx.doi.org/10.1038/nn759
http://dx.doi.org/10.1038/nn759
http://dx.doi.org/10.1152/jn.00166.2006
http://dx.doi.org/10.1088/1741-2560/7/6/066005
http://dx.doi.org/10.1016/j.pnpbp.2014.01.008
http://dx.doi.org/10.1016/j.pnpbp.2014.01.008
http://dx.doi.org/10.3389/fnhum.2010.00186
http://dx.doi.org/10.3389/fnhum.2010.00186
http://dx.doi.org/10.1093/cercor/bhn059
http://dx.doi.org/10.1038/nature05758
http://dx.doi.org/10.1016/j.conb.2010.02.015
http://dx.doi.org/10.1016/j.neuron.2012.08.011
http://creativecommons.org/licenses/by/4.0/
http://www.frontiersin.org/Psychiatry/
http://www.frontiersin.org
http://www.frontiersin.org/Psychiatry/archive

	Differential intrinsic coupling modes in psychological and physical trauma
	Introduction
	Coincidence of Symptomatology in Psychological and Physical Trauma
	Mechanisms of Interregional Communication
	Effect of Trauma on Network Dynamics
	Conclusion
	Acknowledgments
	References


