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Background: Electroencephalogram (EEG) studies have established many

characteristics relevant to consciousness levels of patients with disorder

of consciousness (DOC). Although the frontal and parietal brain regions

were often highlighted in DOC studies, their electro-neurophysiological

roles in constructing human consciousness remain unclear because of

the fragmented information from literatures and the complexity of EEG

characteristics.

Methods: Existing EEG studies of DOC patients were reviewed and

summarized. Relevant findings and results about the frontal and parietal

regions were filtered, compared, and concluded to clarify their roles in

consciousness classification and outcomes. The evidence covers multi-

dimensional EEG characteristics including functional connectivity, non-

linear dynamics, spectrum power, transcranial magnetic stimulation-

electroencephalography (TMS-EEG), and event-related potential.

Results and conclusion: Electroencephalogram characteristics related to

frontal and parietal regions consistently showed high relevance with

consciousness: enhancement of low-frequency rhythms, suppression of

high-frequency rhythms, reduction of dynamic complexity, and breakdown

of networks accompanied with decreasing consciousness. Owing to the

limitations of EEG, existing studies have not yet clarified which one between

the frontal and parietal has priority in consciousness injury or recovery.

Source reconstruction with high-density EEG, machine learning with large

samples, and TMS-EEG mapping will be important approaches for refining

EEG awareness locations.

KEYWORDS

frontal, parietal, neural correlates of consciousness, electroencephalogram (EEG),
disorder of consciousness (DOC)

Frontiers in Neuroscience 01 frontiersin.org

https://www.frontiersin.org/journals/neuroscience
https://www.frontiersin.org/journals/neuroscience#editorial-board
https://www.frontiersin.org/journals/neuroscience#editorial-board
https://doi.org/10.3389/fnins.2022.1024278
http://crossmark.crossref.org/dialog/?doi=10.3389/fnins.2022.1024278&domain=pdf&date_stamp=2023-01-26
https://doi.org/10.3389/fnins.2022.1024278
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/articles/10.3389/fnins.2022.1024278/full
https://www.frontiersin.org/journals/neuroscience
https://www.frontiersin.org/


fnins-16-1024278 March 2, 2023 Time: 9:31 # 2

Liu et al. 10.3389/fnins.2022.1024278

1. Introduction

Researchers have long debated the origin of consciousness
and the neural correlates of consciousness. Studies have
demonstrated that the global workspace of the sensory areas,
namely, the prefrontal and posterior parietal cortices, is highly
correlated with the conscious activity of the brain (Giacino et al.,
2014). The posterior cortex contains a posterior hot zone for
the production of many conscious experiences such as vision,
hearing, and touch (Boly et al., 2017; Koch, 2018), which serves
as direct evidence that posterior brain regions are associated
with human consciousness. Patients who have suffered severe
prefrontal damage still retain arousal and awareness, suggesting
that the prefrontal cortex should be excluded as a consciousness-
dependent cortex (Koch, 2018). However, some researchers
believe that damage to most frontal structures unrelated to
consciousness does not lead to a loss of consciousness; key
structures in the frontal lobe dominate human consciousness
(Koenigs et al., 2007; Koch et al., 2016).

Disorder of consciousness (DOC) is an altered state of
consciousness caused by damage or dysfunction in parts of
the nervous system that regulate arousal and awareness (Schiff
and Plum, 2000; Giacino et al., 2014). DOC patients have
usually suffered severe brain damage owing to stroke, hypoxia,
etc. (Gosseries et al., 2011b, 2014). Such patients can be in a
vegetative state (VS) or a minimally conscious state (MCS). Both
states feature high arousal levels; the MCS involves reproducible
non-reflexive behavioral responses, whereas the VS [also called
unresponsive wakefulness syndrome (UWS)] only involves
reflexive behavioral responses to external stimuli. VS/UWS is a
clinical syndrome describing patients who fail to show voluntary
motor responsiveness under eyes-open wakefulness (Laureys
et al., 2010). MCS patients cannot communicate with their
environment; however, they show a fluctuating remnant of
volitional behavior (Laureys et al., 2004). Furthermore, MCS
could be divided into MCS + and MCS-, dependent on their
ability to respond to commands, intentionally communicate,
and so on (Chennu et al., 2017; Rizkallah et al., 2019). In
addition, Thibaut et al. (2021) identified VS/UWS patients with
brain activity similar to MCS as MCS∗.

The frontal lobe is the control center of speech function and
motor behavior; it is further thought to be involved in higher
cognition, including memory and executive power (Chayer and
Freedman, 2001). The global workspace theory hypothesizes
that consciousness emerges by information processing, which
propagates input information to the whole brain through two
neuronal networks with centers at the frontal and parietal
lobes (Koch, 2018). Neuroimaging studies have shown that an
improved consciousness level is accompanied by changes in the
metabolic rate of the parietal associative cortices (Laureys et al.,
1999) as well as increased frontal-related neural connectivity
(Jang and Lee, 2015). An electroencephalogram (EEG) is
a non-invasive, highly compatible, and portable measure of

brain function, and it allows the application of quantitative
methods to better understand and interpret consciousness-
related patterns (Kondziella et al., 2015). A variety of clinical
and basic science studies have found a correlation between the
level of consciousness and the EEG characteristics in frontal
and parietal brain regions as well as fronto-parietal connections
(Bai et al., 2017). However, the methodology and computation
of EEG features are complex, and the abstraction of their
neurophysiological interpretation limits their traceability to the
neural correlates of consciousness. This makes it difficult for
clinicians when they translate them into clinical practice.

2. Literature search

Literature searches were performed in four electronic
databases: EMBASE, MEDLINE (via PubMed), Web of Science,
and EBSCOAs. The retrieval time limit was set from the
establishment of the database to 15 May 2022, and the language
was limited to English. The search string was built as follows:
EEG OR (Electroencephalogram) AND [(MCS) OR (minimally
conscious state) OR (disorder of consciousness) OR (coma)
OR (unresponsive wakefulness syndrome) OR (vegetative state)
OR (disturbance of consciousness)]. The original search found
1,653 records, with 857 remaining after excluding duplicates.
After the preliminary screening of article types, titles, and
abstracts, 258 records were left. Ultimately, 43 records were
included into our review after excluding literatures that did not
explicitly involve specific brain regions. The key findings related
to frontal and parietal brain regions were filtered to explore their
electrophysiological role in the state of consciousness. Figure 1
shows the defined frontal and parietal regions in EEG 10–20
electrode system and corresponding cortical lobes.

3. Evidence of frontal role in DOC

3.1. Frontal EEG characteristics in
classification of DOC

The frontal lobes of DOC patients showed significantly
different spectrum band powers compared with those of healthy
controls. They have been proved to be able to distinguish DOC
patients and to differentiate them into MCS and VS/UWS
patients (Supplementary Table 1). The relative delta and alpha
powers in the frontal area showed significant correlations with
the revised version of the coma recovery scale (CRS-R) scores
(Rossi Sebastiano et al., 2015). DOC patients exhibited a lower
frontal delta source pattern compared with that of healthy
controls (Naro et al., 2016a). The frontal area of VS/UWS
patients showed a higher delta power but lower theta, alpha,
and beta (not MCS∗) powers than those of MCS∗ and MCS
patients (Rossi Sebastiano et al., 2015; Piarulli et al., 2016;
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FIGURE 1

Defined frontal and parietal regions according to typical 10–20 EEG system (left) and the corresponding cortex (right).

Naro et al., 2018; Thibaut et al., 2021). MCS patients showed
lower source magnitudes of beta at frontal lobes than those seen
with severe neurocognitive disorders (SNDs) (Leon-Carrion
et al., 2008).

The functional network within the frontal area was
significantly weaker in DOC patients than in healthy subjects
(Naro et al., 2018). The participation coefficient of the
frontal cortex positively correlated with the consciousness
level (Chennu et al., 2017) and was significantly lower in
MCS patients than in healthy controls (Rizkallah et al., 2019).
Compared with the control group, the reduced participation
coefficient of MCS- and MCS + differed in the frontal lobe and
MCS- also showed lower integration in the parietal lobe but
not MCS + (Rizkallah et al., 2019). The frontal lobe of DOC
patients showed a lower node degree in the theta and alpha
bands than in the case of healthy controls (Zhang L. et al., 2022).
MCS patients had a higher degree of nodal values (Zhang L.
et al., 2022), alpha band quadratic phase self-coupling (QPSC)
(Bai et al., 2019), and multiplex clustering coefficients (Cai et al.,
2020) at the frontal area than did VS/UWS patients. MCS∗ also
has a higher alpha participation coefficient and alpha degree in
the frontal lobe than VS/UWS (Thibaut et al., 2021). Moreover,
time-varying gamma phase synchronization was only found in
the frontal of MCS patients but not in VS/UWS patients (Naro
et al., 2018). Transient states were demonstrated as novel self-
constructed brain networks in spontaneous EEG. The anterior
state is represented by the high delta power at frontal lobe and
enhanced frontal connectivity. The fractional occupancy of the
anterior state in DOC patients was significantly higher than that
in healthy controls. Specifically, the anterior state occupied the
most state expression time in VS/UWS patients and not in MCS
patients (Bai et al., 2021).

Vegetative consciousness/unresponsive wakefulness
syndrome patients always exhibited lower EEG complexity at

the frontal than did MCS and healthy subjects (Thul et al.,
2016). It has been revealed through the approximate entropy,
amplitude coalition entropy and spectral entropy (Gosseries
et al., 2011a; Piarulli et al., 2016; Liu et al., 2021; Visani et al.,
2022).

The frontal scalp regions exhibited novel P300 (nP3) in
MCS patients but not in VS/UWS patients (Risetti et al., 2013;
Naro et al., 2016b). The frontal areas elicited a predictive value
mismatch negativity (MMN) which showed a lower average
amplitude in DOC patients than in healthy subjects (Hu
et al., 2021). In addition, the frontal cluster showed increased
delta modulation in command-following patients than in non-
command-following patients during the early window of event-
related potentials (Rivera-Lillo et al., 2021).

Transcranial magnetic stimulation-electroencephalography
(TMS-EEG) could be conducted at the bedside as an advanced
stimuli-response technique for improving the diagnostic
accuracy of DOC. When TMS is targeted over the frontal
region, VS/UWS patients showed simper neural responses and
OFF periods, which differed from those of healthy subjects
and MCS patients (Rosanova et al., 2012; Ragazzoni et al.,
2013). The causal effects of TMS on the local cortical activity
were shorter-lived in VS/UWS patients than in healthy awake
controls (Rosanova et al., 2018).

3.2. Frontal EEG characteristics in
outcome of DOC

The frontal functional network could be considered an
effective characteristic for tracking consciousness recovery in
DOC patients. The frontal QPSC in the theta band predicted
patients who recovered their brain functions after 3 months (Bai
et al., 2019). Frontal inter-hemisphere coherence in the delta

Frontiers in Neuroscience 03 frontiersin.org

https://doi.org/10.3389/fnins.2022.1024278
https://www.frontiersin.org/journals/neuroscience
https://www.frontiersin.org/


fnins-16-1024278 March 2, 2023 Time: 9:31 # 4

Liu et al. 10.3389/fnins.2022.1024278

band decreased in patients who recovered after tDCS treatment
(Guo et al., 2019). A positive correlation was found between
the fronto-central coherence and the motor item improvement
of MCS patients (Naro et al., 2016c). Further, the event-
related potential was commonly used to track the consciousness
recovery of DOC patients (Gosseries et al., 2014). VS/UWS
patients with a frontal distribution of nP3 topography recovered
to MCS after 4.5 months (Risetti et al., 2013). After 2 weeks of
HD tDCS treatment, alpha-beta activity in frontal lobe increased
in patients with improved conscious representations (Zhang C.
Y. et al., 2022).

4. Evidence of parietal role in DOC

4.1. Parietal EEG characteristics in
classification of DOC

The parietal theta, alpha, and gamma powers were much
lower in DOC patients than in healthy subjects (Naro et al.,
2016a). The EEG of the parietal region showed a higher delta
but lower theta, alpha, and gamma source patterns in VS/UWS
patients than those in the healthy subjects (Lechinger et al.,
2013; Sitt et al., 2014). Significant correlations exist between the
CRS-R scores and the relative delta and relative alpha powers
(Rossi Sebastiano et al., 2015). Compared with the parietal
lobes of patients with SNDs, those of MCS patients showed a
higher amplitude of beta and theta frequencies (Leon-Carrion
et al., 2008). Moreover, the parietal gamma oscillatory activity
correlates with the level of awareness of DOC patients (Naro
et al., 2018). Regarding the difference between VS/UWS and
MCS/MCS∗ patients, the parietal region showed increased delta
power but decreased theta, alpha, and beta powers in the former
relative to the latter (Naro et al., 2016a, 2018; Piarulli et al.,
2016; Thibaut et al., 2021). The midline of the parietal region
had a larger high-to-low frequency power ratio during the day-
time than during the night-time in MCS patients, whereas no
significant difference was seen in VS/UWS patients (Wislowska
et al., 2017). In MCS patients, the parieto-occipital region
showed some preserved topographical differentiation of alpha
activity, whereas VS/UWS patients showed residual multifocal
alpha activities in all regions (Rossi Sebastiano et al., 2015; Naro
et al., 2018).

Consistent with the findings in the frontal region, the
participation coefficient of the parietal lobe increased
greatly with a higher consciousness level (Chennu et al.,
2017). The parietal region showed time-varying gamma
phase synchronization, higher mutual information, lower
multiplex participation coefficient, and higher multiplex
clustering coefficients in MCS patients than in VS/UWS
patients (King et al., 2013; Naro et al., 2018; Cai et al., 2020).
Additionally, MCS∗ also appeared higher participation
coefficient and degree of alpha in the parietal region

(Thibaut et al., 2021). Further, the parietal regions of VS/UWS
patients showed the most extensive variation of beta bands
with higher clustering coefficients compared with those
of MCS patients (Cacciola et al., 2019). Furthermore, the
fractional occupancy of the posterior transient state, which
was characterized by a higher alpha power at parietal lobe
and enhanced parietal connectivity, was significantly higher in
healthy subjects than in DOC patients (Bai et al., 2021).

When TMS was applied over parietal cortices, VS/UWS
patients showed simpler response patterns and OFF periods,
unlike MCS patients. The duration of the causal effects of TMS
on local cortical activity was shorter-lived in VS/UWS patients
than in healthy awake controls (Rosanova et al., 2018). Higher
complexity of parietal activities was found in MCS patients than
in VS/UWS patients, which were revealed by spectral entropy
and permutation entropy (Sitt et al., 2014; Piarulli et al., 2016).
VS/UWS patients were found to lack nP3 and P300 components,
unlike MCS or conscious patients (Risetti et al., 2013; Xiao et al.,
2018).

4.2. Parietal EEG characteristics in
outcome of DOC

Vegetative consciousness/unresponsive wakefulness
syndrome patients exhibited nP3 with parietal scalp topography,
and they recovered to MCS after 4.5 months (Risetti et al.,
2013). The survivors of DOC showed stronger central-parietal
negativity N1 than did the non-survivors (Meiron et al.,
2021). The parietal region of patients showed a significant
increase in the normalized theta power and an increase in
the permutation entropy in the theta-alpha band after tDCS
treatment (Hermann et al., 2020). Patients who had prominently
parietal strong connections showed negative outcomes (Chennu
et al., 2017). After HD-tDCS treatment, alpha-beta increasing
and delta decreasing occurred in the parietal lobe (Cai et al.,
2019; Zhang C. Y. et al., 2022).

5. Frontal-parietal connectivity in
DOC

Studies revealed that the functional connectivity between the
frontal and parietal brain regions was highly correlated with
the state of consciousness of DOC patients (Supplementary
Table 1). The fronto-parietal connectivity was impaired in
DOC patients (Naro et al., 2020). When referring to behavioral
response levels, the strength of the fronto-parietal connectivity
in the theta (Lehembre et al., 2012) and alpha (Naro et al.,
2018) bands increased with the consciousness level. The
inter-hemispheric connectivity in the fronto-parietal cortex of
VS/UWS patients was lower than that in MCS patients (Chennu
et al., 2017; Cacciola et al., 2019). Although MCS + and MCS-
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cannot be distinguished from connectivity, MCS + showed
a the strongest fronto-parietal focus of topographical pattern
for, which is more pronounced in patients with high levels of
consciousness (Chennu et al., 2017).

The association of gamma connectivity with consciousness
levels was not consistent across studies. An increased fronto-
parietal gamma coherence induced by noxious stimulation was
reported in healthy subjects and MCS patients but not in
VS/UWS patients (Cavinato et al., 2015). However, the gamma
coherence decreased after tDCS in MCS patients but not in
VS/UWS patients (Bai et al., 2018). Furthermore, a clear TMS-
evoked neural response propagated from frontal to parietal in
the MCS patients but not in the VS/UWS patients (Wang et al.,
2022). In the analysis of transient states, DOC patients showed
a break of coherence in the alpha band between the medial
prefrontal cortex and posterior cingulate cortex in the anterior
state (Bai et al., 2021).

The enhancement of the fronto-parietal connectivity was
reported along with the recovery of consciousness. The patients
with higher delta, theta, alpha, and beta coherence recovered
from VS/UWS to MCS after 1 year (Schorr et al., 2016).
Similarly, the fronto-parietal connectivity in the alpha and
beta bands appears in patients with an improved state of
consciousness after 3 months (Fingelkurts et al., 2013).

6. Discussion

The EEG contains consciousness information in different
dimensions: rhythmic oscillations (spectrum), functional
network, and dynamic non-linearity. In combination with the
multi-dimensional information, the EEG features in the frontal
and parietal showed a significant difference with different
consciousness levels. The spectrum captures the rhythmic
spontaneous activity of neuronal populations (Coleman
et al., 2005). Impaired consciousness is usually accompanied by
spectral abnormalities in the resting state. In either the frontal or
parietal brain regions, VS/UWS patients always showed higher
delta power and lower theta, alpha, and beta (not MCS∗) powers
than those of MCS and MCS∗ patients. Non-linear dynamic
theory considers neural networks to be a complex non-linear
system. Non-linear dynamics in the time or frequency domain
are more straightforward to quantify the complexity of neural
activities. Compared with VS/UWS, the non-linearity of MCS
was generally more complex in MCS patients in both the frontal
and parietal regions. The functional network, which captures
the local integration and global synchronization relationships
of the cortex, showed more intensity connections, with higher
integration in MCS patients than in VS/UWS patients in both
the frontal and parietal brain regions. The TMS-evoked neural
responses in the frontal and parietal brain regions were highly
abnormal in the case of injury of consciousness. VS/UWS
patients showed a specific off-period and a shorter causal

effect duration than those of healthy subjects (Rosanova et al.,
2018).

The frontal and parietal still showed differences in
distinguishing consciousness. Regarding the power spectrum,
the frontal only showed a difference between MCS and VS/UWS
for delta, theta, alpha, and beta. In the parietal area, high-
frequency activity (gamma) was also considered a characteristic
relevant to consciousness (Naro et al., 2016a, 2018). The
indicator of the parietal gamma activity even exceeded alpha in
the deterioration of consciousness (Srivas et al., 2016). Although
the functional connectivity showed a decrease in both the frontal
and parietal regions of DOC patients, most evidence for the
frontal region came from the comparison of DOC and healthy
subjects, while the parietal region showed clear differences
between VS/UWS and MCS (Sitt et al., 2014; Chennu et al., 2017;
Cacciola et al., 2019; Cai et al., 2020).

Overall, the reduction of consciousness is often
accompanied by an enhancement of low-frequency rhythms,
suppression of high-frequency rhythms, reduction of dynamic
complexity, and breakdown of networks in the frontal and
parietal brain regions. Although the current studies reported
a difference in EEG characteristics between the frontal and
parietal brain regions for the classification of consciousness
levels, enough evidence is not available to clarify their priority
in consciousness injury or recovery.

Literatures reported a significant correlation between the
fronto-parietal network and residual consciousness of DOC
patients. According to the current knowledge, the consciousness
level of DOC patients depends on the strength of the large-scale
connectivity between the frontal and parietal brain and is related
to the neural activities within local regions. Consciousness
impairment is often accompanied by the deterioration and
heterogeneity of frontal and parietal connectivity within a
certain frequency band (e.g., theta, alpha) (Lehembre et al.,
2012; Chennu et al., 2017; Bai et al., 2018; Naro et al.,
2018). This is consistent with the meso-circuit model in
which the frontal and parietal cortices act as critical hubs
and the fronto-parietal connection integrates consciousness-
related information processing at the cortical level part of
the consciousness circuit (Schiff, 2010; Giacino et al., 2014).
The frontal cortex organizes goal-directed behavior (Schiff,
2010), adjusts the body’s arousal levels in different states and
alertness, and activates or cooperates with the central thalamus
to adapt to higher cognitive needs by increasing activity (Paus
et al., 1998; Nagai et al., 2004). The functional connectivity
between the frontal and parietal lobes allows the two cortices
to not only directly regulate the meso-circuit through feedback
but also indirectly through the frontal cortical-striatopallidal-
thalamocortical loop systems (Münkle et al., 2000; Werf et al.,
2002) to maintain normal conscious pathways in the brain.

In the cross-sectional comparison of different states of
consciousness in DOC, most comparisons between VS/UWS
and MCS could not clearly exclude impacts from individual
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differences, such as age, etiology, treatment strategy, and care
environment. The longitudinal tracking of DOC outcomes
could help to identify the most important characteristics by
focusing on the temporal correlation between consciousness
levels and neural electrical activity in individuals. The follow-
up studies highlighted the role of evoked potentials in the
frontal and parietal regions in detecting consciousness. The nP3
topography changed as the patients recovered from VS/UWS
to MCS. DOC survivors showed lateralization in the N1
component topography compared to non-survivors. The centers
of the topography distribution indicated important information
processing in the frontal and parietal regions (Risetti et al.,
2013; Meiron et al., 2021). Simultaneous changes of delta,
alpha and beta index the patients with signs of consciousness
improvement (Cai et al., 2019; Zhang C. Y. et al., 2022).
Furthermore, the enhancement of frequency coupling (QPSC)
and phase synchronization (coherence) (Naro et al., 2016c; Bai
et al., 2019; Guo et al., 2019) in the frontal region both indicated
the functional recovery of DOC patients.

Most EEG studies made conclusions based on scalp-level
observations, which would be biased by the effect of volume
conduction. Although existing studies consistently highlight
the role of the frontal and parietal regions in DOC, the
accurate location of the NCC at the cortical level remains
unclear. Source construction in combination with high-density
EEG and individualized anatomy could technically improve the
spatial accuracy of EEG characteristics by solving the volume
conduction problem. In addition to the source construction,
TMS-EEG can provide high cortical-spatial precision causal
relationships between TMS targets and neural responses.
Current TMS-EEG studies have provided considerable and
detailed information for the diagnosis of DOC and cortical
damage. However, studies to establish maps between target-
evoked responses and consciousness are still needed. These
could facilitate our understanding of the excitability and
plasticity of the frontal and parietal regions in human
consciousness. In EEG studies, source reconstruction of high-
density EEG, machine learning with large samples, and TMS-
EEG mapping should be important tools for refining EEG

awareness locations and locating the smallest neural correlates
of consciousness.

Author contributions

YB wrote the manuscript. YL and ZL reviewed the
manuscript. All authors contributed to the article and approved
the submitted version.

Funding

This research was supported by the National Natural Science
Foundation of China (No. 61901155).

Conflict of interest

The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could
be construed as a potential conflict of interest.

Publisher’s note

All claims expressed in this article are solely those of the
authors and do not necessarily represent those of their affiliated
organizations, or those of the publisher, the editors and the
reviewers. Any product that may be evaluated in this article, or
claim that may be made by its manufacturer, is not guaranteed
or endorsed by the publisher.

Supplementary material

The Supplementary Material for this article can be
found online at: https://www.frontiersin.org/articles/10.3389/
fnins.2022.1024278/full#supplementary-material

References

Bai, Y., He, J., Xia, X., Wang, Y., Yang, Y., Di, H., et al. (2021). Spontaneous
transient brain states in EEG source space in disorders of consciousness.
Neuroimage 240:118407. doi: 10.1016/j.neuroimage.2021.118407

Bai, Y., Xia, X., and Li, X. (2017). A review of resting-state
electroencephalography analysis in disorders of consciousness. Front. Neurol.
8:471. doi: 10.3389/fneur.2017.00471

Bai, Y., Xia, X., Wang, Y., Guo, Y., Yang, Y., He, J., et al. (2018). Fronto-
parietal coherence response to tDCS modulation in patients with disorders
of consciousness. Int. J. Neurosci. 128, 587–594. doi: 10.1080/00207454.2017.
1403440

Bai, Y., Xia, X., Wang, Y., He, J., and Li, X. (2019). Electroencephalography
quadratic phase self-coupling correlates with consciousness states and restoration
in patients with disorders of consciousness. Clin. Neurophysiol. 130, 1235–1242.
doi: 10.1016/j.clinph.2019.04.710

Boly, M., Massimini, M., Tsuchiya, N., Postle, B. R., Koch, C., and Tononi, G.
(2017). Are the neural correlates of consciousness in the front or in the back of the
cerebral cortex? Clinical and neuroimaging evidence. J. Neurosci. 37, 9603–9613.
doi: 10.1523/JNEUROSCI.3218-16.2017

Cacciola, A., Naro, A., Milardi, D., Bramanti, A., Malatacca, L., Spitaleri, M.,
et al. (2019). Functional brain network topology discriminates between patients

Frontiers in Neuroscience 06 frontiersin.org

https://doi.org/10.3389/fnins.2022.1024278
https://www.frontiersin.org/articles/10.3389/fnins.2022.1024278/full#supplementary-material
https://www.frontiersin.org/articles/10.3389/fnins.2022.1024278/full#supplementary-material
https://doi.org/10.1016/j.neuroimage.2021.118407
https://doi.org/10.3389/fneur.2017.00471
https://doi.org/10.1080/00207454.2017.1403440
https://doi.org/10.1080/00207454.2017.1403440
https://doi.org/10.1016/j.clinph.2019.04.710
https://doi.org/10.1523/JNEUROSCI.3218-16.2017
https://www.frontiersin.org/journals/neuroscience
https://www.frontiersin.org/


fnins-16-1024278 March 2, 2023 Time: 9:31 # 7

Liu et al. 10.3389/fnins.2022.1024278

with minimally conscious state and unresponsive wakefulness syndrome. J. Clin.
Med. 8:306. doi: 10.3390/jcm8030306

Cai, L. H., Wang, J., Guo, Y., Lu, M. L., Dong, Y. Q., and Wei, X. L. (2020).
Altered inter-frequency dynamics of brain networks in disorder of consciousness.
J. Neural Eng. 17:036006. doi: 10.1088/1741-2552/ab8b2c

Cai, T. T., Xia, X. Y., Zhang, H., Guo, Y. K., and Bai, Y. (2019). High-definition
transcranial direct current stimulation modulates neural activities in patients with
prolonged disorders of consciousness. Brain Stimul. 12, 1619–1621. doi: 10.1016/
j.brs.2019.08.017

Cavinato, M., Genna, C., Manganotti, P., Formaggio, E., Storti, S. F.,
Campostrini, S., et al. (2015). Coherence and consciousness: Study of fronto-
parietal gamma synchrony in patients with disorders of consciousness. Brain
Topogr. 28, 570–579. doi: 10.1007/s10548-014-0383-5

Chayer, C., and Freedman, M. (2001). Frontal lobe functions. Curr. Neurol.
Neurosci. Rep. 1, 547–552. doi: 10.1007/s11910-001-0060-4

Chennu, S., Annen, J., Wannez, S., Thibaut, A., Chatelle, C., Cassol, H., et al.
(2017). Brain networks predict metabolism, diagnosis and prognosis at the bedside
in disorders of consciousness. Brain 140, 2120–2132. doi: 10.1093/brain/awx163

Coleman, M. R., Menon, D. K., Fryer, T. D., and Pickard, J. D. (2005).
Neurometabolic coupling in the vegetative and minimally conscious states:
Preliminary findings. J. Neurol. Neurosurg. Psychiatry 76, 432–434. doi: 10.1136/
jnnp.2004.045930

Fingelkurts, A. A., Fingelkurts, A. A., Bagnato, S., Boccagni, C., and Galardi,
G. (2013). Prognostic value of resting-state electroencephalography structure in
disentangling vegetative and minimally conscious states: A preliminary study.
Neurorehabil. Neural Repair. 27, 345–354. doi: 10.1177/1545968312469836

Giacino, J. T., Fins, J. J., Laureys, S., and Schiff, N. D. (2014). Disorders of
consciousness after acquired brain injury: The state of the science. Nat. Rev.
Neurol. 10, 99–114. doi: 10.1038/nrneurol.2013.279

Gosseries, O., Di, H., Laureys, S., and Boly, M. (2014). Measuring consciousness
in severely damaged brains. Annu. Rev. Neurosci. 37, 457–478. doi: 10.1146/
annurev-neuro-062012-170339

Gosseries, O., Vanhaudenhuyse, A., Bruno, M.-A., Demertzi, A., Schnakers,
C., Boly, M. M., et al. (2011b). Disorders of consciousness: Coma, vegetative and
minimally conscious states. Berlin: Springer. doi: 10.1007/978-3-642-18047-7_2

Gosseries, O., Schnakers, C., Ledoux, D., Vanhaudenhuyse, A., Bruno, M.-A.,
Demertzi, A., et al. (2011a). Automated EEG entropy measurements in coma,
vegetative state/unresponsive wakefulness syndrome and minimally conscious
state. Funct. Neurol. 26, 25–30.

Guo, Y., Bai, Y., Xia, X., Li, J., Wang, X., Dai, Y., et al. (2019). Effects of long-
lasting high-definition transcranial direct current stimulation in chronic disorders
of consciousness: A pilot study. Front. Neurosci. 13:412. doi: 10.3389/fnins.2019.
00412

Hermann, B., Raimondo, F., Hirsch, L., Huang, Y., Denis-Valente, M., Perez, P.,
et al. (2020). Combined behavioral and electrophysiological evidence for a direct
cortical effect of prefrontal tDCS on disorders of consciousness. Sci. Rep. 10:4323.
doi: 10.1038/s41598-020-61180-2

Hu, Y., Yu, F., Wang, C., Yan, X., and Wang, K. (2021). Can music influence
patients with disorders of consciousness? An event-related potential study. Front.
Neurosci. 15:596636. doi: 10.3389/fnins.2021.596636

Jang, S. H., and Lee, H. D. (2015). Ascending reticular activating system recovery
in a patient with brain injury. Neurology 84, 1997–1999. doi: 10.1212/WNL.
0000000000001563

King, J. R., Sitt, J. D., Faugeras, F., Rohaut, B., El Karoui, I., Cohen,
L., et al. (2013). Information sharing in the brain indexes consciousness in
noncommunicative patients. Curr. Biol. 23, 1914–1919. doi: 10.1016/j.cub.2013.
07.075

Koch, C. (2018). What is consciousness? Sci. Am. 318, 60–64. doi: 10.1038/
scientificamerican0618-60

Koch, C., Massimini, M., Boly, M., and Tononi, G. (2016). Posterior and anterior
cortex - where is the difference that makes the difference? Nat. Rev. Neurosci.
10:666. doi: 10.1038/nrn.2016.105

Koenigs, M., Young, L., Adolphs, R., Tranel, D., Cushman, F., Hauser, M., et al.
(2007). Damage to the prefrontal cortex increases utilitarian moral judgements.
Nature 446, 908–911. doi: 10.1038/nature05631

Kondziella, D., Friberg, C. K., Frokjaer, V. G., Fabricius, M., and Mller, K. (2015).
Preserved consciousness in vegetative and minimal conscious states: Systematic
review and meta-analysis. J. Neurol. Neurosurg. Psychiatry 87, 485–492. doi: 10.
1136/jnnp-2015-310958

Laureys, S., Celesia, G. G., Cohadon, F., Lavrijsen, J., León-Carrión, J., Sannita,
W. G., et al. (2010). Unresponsive wakefulness syndrome: A new name for the
vegetative state or apallic syndrome. BMCMed. 8:68. doi: 10.1186/1741-7015-8-68

Laureys, S., Lemaire, C., Maquet, P., Phillips, C., and Franck, G. (1999). Cerebral
metabolism during vegetative state and after recovery to consciousness. J. Neurol.
Neurosurg. Psychiatry 67:121. doi: 10.1136/jnnp.67.1.121

Laureys, S., Owen, A. M., and Schiff, N. D. (2004). Brain function in coma,
vegetative state, and related disorders. Lancet Neurol. 3, 537–546. doi: 10.1016/
S1474-4422(04)00852-X

Lechinger, J., Bothe, K., Pichler, G., Michitsch, G., Donis, J., Klimesch, W., et al.
(2013). CRS-R score in disorders of consciousness is strongly related to spectral
EEG at rest. J. Neurol. 260, 2348–2356. doi: 10.1007/s00415-013-6982-3

Lehembre, R., Marie-Aurélie, B., Vanhaudenhuyse, A., Chatelle, C., Cologan, V.,
Leclercq, Y., et al. (2012). Resting-state EEG study of comatose: A connectivity and
frequency analysis to find differences between vegetative and minimally conscious
states. Funct. Neurol. 27, 41–47.

Leon-Carrion, J., Martin-Rodriguez, J. F., Damas-Lopez, J., Martin, J., and
Dominguez-Morales, M. R. (2008). Brain function in the minimally conscious
state: A quantitative neurophysiological study.Clin. Neurophysiol. 119, 1506–1514.
doi: 10.1016/j.clinph.2008.03.030

Liu, B. H., Zhang, X., Wang, L. J., Li, Y. Y., Hou, J., Duan, G. P., et al. (2021).
Outcome prediction in unresponsive wakefulness syndrome and minimally
conscious state by non-linear dynamic analysis of the EEG. Front. Neurol.
12:510424. doi: 10.3389/fneur.2021.510424

Meiron, O., Barron, J., David, J., and Jaul, E. (2021). Neural reactivity parameters
of awareness predetermine one-year survival in patients with disorders of
consciousness. Brain Inj. 35, 453–459. doi: 10.1080/02699052.2021.1879398

Münkle, M. C., Waldvogel, H. J., and Faull, R. L. (2000). The distribution of
calbindin, calretinin and parvalbumin immunoreactivity in the human thalamus.
J. Chem. Neuroanat. 19, 155–173. doi: 10.1016/S0891-0618(00)00060-0

Nagai, Y., Critchley, H. D., Featherstone, E., Fenwick, P. B., Trimble, M. R., and
Dolan, R. J. (2004). Brain activity relating to the contingent negative variation: An
fMRI investigation. Neuroimage 21, 1232–1241. doi: 10.1016/j.neuroimage.2003.
10.036

Naro, A., Bramanti, A., Leo, A., Cacciola, A., Manuli, A., Bramanti, P., et al.
(2018). Shedding new light on disorders of consciousness diagnosis: The dynamic
functional connectivity. Cortex 103, 316–328. doi: 10.1016/j.cortex.2018.03.029

Naro, A., Bramanti, P., Leo, A., Cacciola, A., Bramanti, A., Manuli, A., et al.
(2016a). Towards a method to differentiate chronic disorder of consciousness
patients’ awareness: The low-resolution brain electromagnetic tomography
analysis. J. Neurol. Sci. 368, 178–183. doi: 10.1016/j.jns.2016.07.016

Naro, A., Leo, A., Buda, A., Manuli, A., Bramanti, A., Bramanti, P., et al. (2016b).
Do you see me? The role of visual fixation in chronic disorders of consciousness
differential diagnosis. Brain Res. 1653, 59–66. doi: 10.1016/j.brainres.2016.10.015

Naro, A., Maggio, M. G., Leo, A., and Calabro, R. S. (2020). Multiplex and
multilayer network EEG analyses: A novel strategy in the differential diagnosis of
patients with chronic disorders of consciousness. Int. J. Neural Syst. 31:2050052.
doi: 10.1142/S0129065720500525

Naro, A., Russo, M., Leo, A., Cannavo, A., Manuli, A., Bramanti, A., et al.
(2016c). Cortical connectivity modulation induced by cerebellar oscillatory
transcranial direct current stimulation in patients with chronic disorders of
consciousness: A marker of covert cognition? Clin. Neurophysiol. 127, 1845–1854.
doi: 10.1016/j.clinph.2015.12.010

Paus, T., Koski, L., Caramanos, Z., and Westbury, C. (1998). Regional
differences in the effects of task difficulty and motor output on blood flow response
in the human anterior cingulate cortex: A review of 107 PET activation studies.
Neuroreport 9:R37. doi: 10.1097/00001756-199806220-00001

Piarulli, A., Bergamasco, M., Thibaut, A., Cologan, V., Gosseries, O., and
Laureys, S. (2016). EEG ultradian rhythmicity differences in disorders of
consciousness during wakefulness. J. Neurol. 263, 1746–1760. doi: 10.1007/
s00415-016-8196-y

Ragazzoni, A., Pirulli, C., Veniero, D., Feurra, M., Cincotta, M., Giovannelli,
F., et al. (2013). Vegetative versus minimally conscious states: A study using
TMS-EEG, sensory and event-related potentials. PLoS One 8:e57069. doi: 10.1371/
journal.pone.0057069

Risetti, M., Formisano, R., Toppi, J., Quitadamo, L. R., Bianchi, L., Astolfi, L.,
et al. (2013). On ERPs detection in disorders of consciousness rehabilitation. Front.
Hum. Neurosci. 7:775. doi: 10.3389/fnhum.2013.00775

Rivera-Lillo, G., Stamatakis, E. A., Bekinschtein, T. A., Menon, D. K., and
Chennu, S. (2021). Delta band activity contributes to the identification of
command following in disorder of consciousness. Sci. Rep. 11:16267. doi: 10.1038/
s41598-021-95818-6

Rizkallah, J., Annen, J., Modolo, J., Gosseries, O., Benquet, P., Mortaheb, S.,
et al. (2019). Decreased integration of EEG source-space networks in disorders
of consciousness. NeuroImage Clin. 23:101841. doi: 10.1016/j.nicl.2019.10
1841

Frontiers in Neuroscience 07 frontiersin.org

https://doi.org/10.3389/fnins.2022.1024278
https://doi.org/10.3390/jcm8030306
https://doi.org/10.1088/1741-2552/ab8b2c
https://doi.org/10.1016/j.brs.2019.08.017
https://doi.org/10.1016/j.brs.2019.08.017
https://doi.org/10.1007/s10548-014-0383-5
https://doi.org/10.1007/s11910-001-0060-4
https://doi.org/10.1093/brain/awx163
https://doi.org/10.1136/jnnp.2004.045930
https://doi.org/10.1136/jnnp.2004.045930
https://doi.org/10.1177/1545968312469836
https://doi.org/10.1038/nrneurol.2013.279
https://doi.org/10.1146/annurev-neuro-062012-170339
https://doi.org/10.1146/annurev-neuro-062012-170339
https://doi.org/10.1007/978-3-642-18047-7_2
https://doi.org/10.3389/fnins.2019.00412
https://doi.org/10.3389/fnins.2019.00412
https://doi.org/10.1038/s41598-020-61180-2
https://doi.org/10.3389/fnins.2021.596636
https://doi.org/10.1212/WNL.0000000000001563
https://doi.org/10.1212/WNL.0000000000001563
https://doi.org/10.1016/j.cub.2013.07.075
https://doi.org/10.1016/j.cub.2013.07.075
https://doi.org/10.1038/scientificamerican0618-60
https://doi.org/10.1038/scientificamerican0618-60
https://doi.org/10.1038/nrn.2016.105
https://doi.org/10.1038/nature05631
https://doi.org/10.1136/jnnp-2015-310958
https://doi.org/10.1136/jnnp-2015-310958
https://doi.org/10.1186/1741-7015-8-68
https://doi.org/10.1136/jnnp.67.1.121
https://doi.org/10.1016/S1474-4422(04)00852-X
https://doi.org/10.1016/S1474-4422(04)00852-X
https://doi.org/10.1007/s00415-013-6982-3
https://doi.org/10.1016/j.clinph.2008.03.030
https://doi.org/10.3389/fneur.2021.510424
https://doi.org/10.1080/02699052.2021.1879398
https://doi.org/10.1016/S0891-0618(00)00060-0
https://doi.org/10.1016/j.neuroimage.2003.10.036
https://doi.org/10.1016/j.neuroimage.2003.10.036
https://doi.org/10.1016/j.cortex.2018.03.029
https://doi.org/10.1016/j.jns.2016.07.016
https://doi.org/10.1016/j.brainres.2016.10.015
https://doi.org/10.1142/S0129065720500525
https://doi.org/10.1016/j.clinph.2015.12.010
https://doi.org/10.1097/00001756-199806220-00001
https://doi.org/10.1007/s00415-016-8196-y
https://doi.org/10.1007/s00415-016-8196-y
https://doi.org/10.1371/journal.pone.0057069
https://doi.org/10.1371/journal.pone.0057069
https://doi.org/10.3389/fnhum.2013.00775
https://doi.org/10.1038/s41598-021-95818-6
https://doi.org/10.1038/s41598-021-95818-6
https://doi.org/10.1016/j.nicl.2019.101841
https://doi.org/10.1016/j.nicl.2019.101841
https://www.frontiersin.org/journals/neuroscience
https://www.frontiersin.org/


fnins-16-1024278 March 2, 2023 Time: 9:31 # 8

Liu et al. 10.3389/fnins.2022.1024278

Rosanova, M., Fecchio, M., Casarotto, S., Sarasso, S., Casali, A. G., Pigorini, A.,
et al. (2018). Sleep-like cortical OFF-periods disrupt causality and complexity in
the brain of unresponsive wakefulness syndrome patients. Nat. Commun. 9:4427.
doi: 10.1038/s41467-018-06871-1

Rosanova, M., Gosseries, O., Casarotto, S., Boly, M., Casali, A. G., Bruno,
M. A., et al. (2012). Recovery of cortical effective connectivity and recovery of
consciousness in vegetative patients. Brain 135(Pt 4), 1308–1320. doi: 10.1093/
brain/awr340

Rossi Sebastiano, D., Panzica, F., Visani, E., Rotondi, F., Scaioli, V., Leonardi,
M., et al. (2015). Significance of multiple neurophysiological measures in patients
with chronic disorders of consciousness. Clin. Neurophysiol. 126, 558–564. doi:
10.1016/j.clinph.2014.07.004

Schiff, N. D. (2010). Recovery of consciousness after brain injury: A mesocircuit
hypothesis. Trends Neurosci. 33, 1–9. doi: 10.1016/j.tins.2009.11.002

Schiff, N. D., and Plum, F. (2000). The role of arousal and “gating” systems
in the neurology of impaired consciousness. J. Clin. Neurophysiol. 17, 438–452.
doi: 10.1097/00004691-200009000-00002

Schorr, B., Schlee, W., Arndt, M., and Bender, A. (2016). Coherence in
resting-state EEG as a predictor for the recovery from unresponsive wakefulness
syndrome. J. Neurol. 263, 937–953. doi: 10.1007/s00415-016-8084-5

Sitt, J. D., King, J. R., El Karoui, I., Rohaut, B., Faugeras, F., Gramfort, A., et al.
(2014). Large scale screening of neural signatures of consciousness in patients in a
vegetative or minimally conscious state. Brain 137(Pt 8), 2258–2270.

Srivas, C., Stuart, O., Ram, A., Menon, D. K., Bekinschtein, T. A., and
Bassett, D. S. (2016). Brain connectivity dissociates responsiveness from drug
exposure during propofol-induced transitions of consciousness. PLoS Comput.
Biol. 12:e1004669. doi: 10.1371/journal.pcbi.1004669

Thibaut, A., Panda, R., Annen, J., Sanz, L. R. D., Naccache, L., Martial, C., et al.
(2021). Preservation of brain activity in unresponsive patients identifies MCS star.
Ann. Neurol. 90, 89–100. doi: 10.1002/ana.26095

Thul, A., Lechinger, J., Donis, J., Michitsch, G., Pichler, G., Kochs, E. F.,
et al. (2016). EEG entropy measures indicate decrease of cortical information
processing in disorders of consciousness. Clin. Neurophysiol. 127, 1419–1427.
doi: 10.1016/j.clinph.2015.07.039

Visani, E., Luria, G., Sattin, D., Sebastiano, D. R., Ferraro, S., Panzica, F.,
et al. (2022). Entropy metrics correlating with higher residual functioning in
patients with chronic disorders of consciousness. Brain Sci. 12:332. doi: 10.3390/
brainsci12030332

Wang, Y., Niu, Z. K., Xia, X. Y., Bai, Y., Liang, Z. H., He, J. H., et al. (2022).
Application of fast perturbational complexity index to the diagnosis and prognosis
for disorders of consciousness. IEEE T Neural Syst. Rehabil. Eng. 30, 509–518.
doi: 10.1109/TNSRE.2022.3154772

Werf, Y., Witter, M. P., and Groenewegen, H. J. (2002). The intralaminar
and midline nuclei of the thalamus. Anatomical and functional evidence for
participation in processes of arousal and awareness. Brain Res. Rev. 39, 107–140.
doi: 10.1016/S0165-0173(02)00181-9

Wislowska, M., Del Giudice, R., Lechinger, J., Wielek, T., Heib, D. P. J., Pitiot,
A., et al. (2017). Night and day variations of sleep in patients with disorders of
consciousness. Sci. Rep. 7:266. doi: 10.1038/s41598-017-00323-4

Xiao, J., Pan, J., He, Y., Xie, Q., Yu, T., Huang, H., et al. (2018). Visual fixation
assessment in patients with disorders of consciousness based on brain-computer
interface. Neurosci. Bull. 34, 679–690. doi: 10.1007/s12264-018-0257-z

Zhang, C. Y., Han, S., Li, Z., Wang, X. J., Lv, C. X., Zou, X. Y., et al. (2022).
Multidimensional assessment of electroencephalography in the neuromodulation
of disorders of consciousness. Front. Neurosci. 16:903703. doi: 10.3389/fnins.2022.
903703

Zhang, L., Zhang, R., Guo, Y., Zhao, D., Li, S., Chen, M., et al. (2022). Assessing
residual motor function in patients with disorders of consciousness by brain
network properties of task-state EEG. Cogn. Neurodyn. 16, 609–620. doi: 10.1007/
s11571-021-09741-7

Frontiers in Neuroscience 08 frontiersin.org

https://doi.org/10.3389/fnins.2022.1024278
https://doi.org/10.1038/s41467-018-06871-1
https://doi.org/10.1093/brain/awr340
https://doi.org/10.1093/brain/awr340
https://doi.org/10.1016/j.clinph.2014.07.004
https://doi.org/10.1016/j.clinph.2014.07.004
https://doi.org/10.1016/j.tins.2009.11.002
https://doi.org/10.1097/00004691-200009000-00002
https://doi.org/10.1007/s00415-016-8084-5
https://doi.org/10.1371/journal.pcbi.1004669
https://doi.org/10.1002/ana.26095
https://doi.org/10.1016/j.clinph.2015.07.039
https://doi.org/10.3390/brainsci12030332
https://doi.org/10.3390/brainsci12030332
https://doi.org/10.1109/TNSRE.2022.3154772
https://doi.org/10.1016/S0165-0173(02)00181-9
https://doi.org/10.1038/s41598-017-00323-4
https://doi.org/10.1007/s12264-018-0257-z
https://doi.org/10.3389/fnins.2022.903703
https://doi.org/10.3389/fnins.2022.903703
https://doi.org/10.1007/s11571-021-09741-7
https://doi.org/10.1007/s11571-021-09741-7
https://www.frontiersin.org/journals/neuroscience
https://www.frontiersin.org/

	Frontal and parietal lobes play crucial roles in understanding the disorder of consciousness: A perspective from electroencephalogram studies
	1. Introduction
	2. Literature search
	3. Evidence of frontal role in DOC
	3.1. Frontal EEG characteristics in classification of DOC
	3.2. Frontal EEG characteristics in outcome of DOC

	4. Evidence of parietal role in DOC
	4.1. Parietal EEG characteristics in classification of DOC
	4.2. Parietal EEG characteristics in outcome of DOC

	5. Frontal-parietal connectivity in DOC
	6. Discussion
	Author contributions
	Funding
	Conflict of interest
	Publisher's note
	Supplementary material
	References


