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Abstract: Multiple sclerosis (MS) is a chronic inflammatory disease of the central nervous system
(CNS) characterized by demyelinating white matter lesions and neurodegeneration, with a variable
clinical course. Brain network architecture provides efficient information processing and resilience
to damage. The peculiar organization characterized by a low number of highly connected nodes
(hubs) confers high resistance to random damage. Anti-homeostatic synaptic plasticity, in particular
long-term potentiation (LTP), represents one of the main physiological mechanisms underlying clinical
recovery after brain damage. Different types of synaptic plasticity, including both anti-homeostatic
and homeostatic mechanisms (synaptic scaling), contribute to shape brain networks. In MS, altered
synaptic functioning induced by inflammatory mediators may represent a further cause of brain
network collapse in addition to demyelination and grey matter atrophy. We propose that impaired
LTP expression and pathologically enhanced upscaling may contribute to disrupting brain network
topology in MS, weakening resilience to damage and negatively influencing the disease course.

Keywords: synaptic plasticity; long-term potentiation (LTP); synaptic scaling; brain networks;
inflammation; connectivity; multiple sclerosis; resting state functional MRI (rs-fMRI)

1. Introduction

Multiple sclerosis (MS) is a chronic inflammatory disease of the central nervous system
characterized by demyelination and neurodegeneration. The clinical course of MS is highly variable
and different clinical phenotypes have been described. While the introduction of MRI significantly
improved MS diagnosis [1], a discrepancy between radiological findings and clinical manifestations
is frequently observed [2]. Different mechanisms contribute to this “clinico-radiological paradox”
and both synaptic plasticity and brain networks architecture may play an important role, influencing
resilience to damage.

Several studies have demonstrated that even in the absence of the associated visible damage,
inflammation in MS negatively affects the disease course [3,4]. It has been shown indeed that in
animal models (i.e., experimental autoimmune encephalomyelitis, EAE) and in MS patients, specific
proinflammatory cytokines alter synaptic transmission and plasticity [5,6]. Therefore, subverted
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synaptic plasticity induced by inflammation may represent an independent cause of brain network
dysfunction in MS [7].

In the present article, we will overview the alterations of synaptic plasticity and brain connectivity
induced by inflammation in MS. We propose that impaired synaptic plasticity expression could
contribute to disrupting brain network topology, critically weakening resilience to damage.

2. Clinico-Radiological Paradox, Brain Network Resilience and Plasticity

In different neurological conditions, brain networks are able to maintain appropriate functional
efficiency even in the presence of a high structural damage load, delaying or minimizing the appearance
of clinical symptoms [8]. A growing number of studies have demonstrated that the organization
of brain networks is highly specialized and reveals specific features evolved to improve efficiency,
containing the wiring cost. This architecture protects networks from random attacks and is useful
for optimal reorganization after damage [8,9]. In addition, synaptic plasticity is one of the main
physiological mechanisms involved in brain network remodeling and critically contributes to brain
damage compensation. Experimental and clinical studies have clearly shown that the efficiency of
synaptic plasticity mechanisms, particularly of long-term potentiation (LTP), influences the chances of
recovery after damage [10,11].

2.1. Brain Network Architecture Provides Resilience to Damage

Graph theory offers a helpful approach to analyzing connectivity data deriving from neurophysiological
(i.e., electroencephalography and magnetoencephalography) or imaging (i.e., functional MRI, fMRI)
techniques [12–17]. Complex brain networks can be modeled as a series of nodes, indicating different
brain regions, and edges, representing the connections between nodes. The edges are defined on
the basis of structural (i.e., diffusion tensor imaging, DTI) or functional connectivity (i.e., temporal
covariation of spontaneous activity) between different regions [17–19]. Specific measures describing
network functioning have been defined. In particular, brain networks are characterized by elevated
global and local efficiency, modularity and scale-free degree distribution [8]. It has been argued
that some key features of brain networks directly arise from the pattern of connections between
nodes. An important characteristic of brain network organization, supporting the segregation of
information processing, is the presence of modules, defined as communities of highly connected nodes
with relatively few connections with nodes of other modules [20]. Moreover, the presence of a small
number of hubs, consisting of highly connected nodes with elevated centrality, is essential for the
integration of information and to increase network efficiency [21]. Hubs are highly interconnected,
between them forming a subgroup of regions, the rich club, which critically contribute to brain network
functioning [15,21]. Hubs develop through a “rich get richer” rule, meaning that the preferential
attachment of new nodes occurs with those that have higher degree [22]. This architecture is associated
to strong resistance to random damage due to the numerical prevalence of low connected nodes [8,23].
Conversely, targeted damage to hubs critically alters network functionality as shown in different
neurological conditions [24].

2.2. Synaptic Plasticity Enables Symptom Compensation

Synaptic plasticity is the ability of neurons to modify the strength of reciprocal connections and
is a key neurophysiological mechanism involved in network development and reorganization after
damage. Different forms of synaptic plasticity have been studied, including anti-homeostatic and
homeostatic mechanisms [25,26]. LTP has been first explored in hippocampal neurons and consists of
persistent enhancement of synaptic excitability associated with remodeling of the presynaptic and
postsynaptic terminals [26,27].

LTP has been consistently associated to learning and memory [27]; in addition, LTP is critically
involved in brain damage compensation [10]. In experimental models, it has been shown that synaptic
rearrangement in the peri-lesional area after focal ischemic brain damage in rats is critical for clinical
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recovery. In particular, electrophysiological recordings have demonstrated that increased glutamatergic
transmission in surviving neurons is correlated with the degree of clinical improvement [10]. The key
role of LTP in the compensation of clinical manifestations has also been documented in humans.
Accordingly, in patients with acute stroke, clinical recovery after six months was positively correlated
with the efficiency of LTP-like plasticity mechanisms probed using transcranial magnetic stimulation
(TMS), namely LTP reserve [11]. Moreover, in RR-MS patients, the magnitude of plasticity reserve
measured in the acute phase was correlated with the clinical recovery that occurred three months
later [28].

2.3. Synaptic Plasticity and Network Remodeling

N-methyl-d-aspartate receptors (NMDARs) are essential for inducing LTP [29,30]. Specific
properties of this form of Hebbian plasticity, including cooperativity, associativity and input-specificity,
are directly associated to NMDAR characteristics [31]. LTP is an anti-homeostatic phenomenon, as it
is associated with increased synaptic excitability, which in turn further promotes LTP induction [25].
Another form of Hebbian, anti-homeostatic plasticity associated with NMDAR activation is long-term
depression (LTD), which induces lasting reduction in synaptic excitability [25,31]. The characteristics
of Hebbian plasticity, in particular of LTP, suggest that this mechanism might be involved in the
generation of specific network features. In particular, the formation of hubs and modules requires an
anti-homeostatic mechanism, able to associate different specific inputs between them.

To dynamically keep neuronal activity levels in physiological ranges, different forms of synaptic
plasticity are also required. In particular, homeostatic mechanisms (i.e., synaptic scaling) should
intervene to prevent instability induced by Hebbian plasticity [32,33]. Synaptic scaling is characterized
by an increase (upscaling) or decrease (downscaling) of synaptic excitability that is mediated by change
in the expression of α-amino-3-hydroxy-5-methyl-4-isoxazolepropionic acid receptors (AMPARs).
Unlike LTP, synaptic scaling lacks input-specificity and is a hetero-synaptic form of plasticity. Scaling
has a negative feedback action and represents a compensatory mechanism devoted to stabilizing
synaptic excitability in response to persistent increase or decrease of excitatory inputs to a neuron [32,34].
At a network level, homeostatic plasticity mechanisms could therefore contribute to stabilizing network
activity, and might be particularly suitable to prevent excessive hyperconnectivity in the peripheral
nodes of a network.

Anti-homeostatic and homeostatic plasticity cooperate to promote optimal brain network topology
and are involved in symptom compensation and remodeling after brain damage [35,36].

3. Inflammation Alters Synaptic Transmission and Plasticity in MS

Several mediators released during neuroinflammation can affect synaptic functioning, influencing
the disease course of MS [37]. Specific proinflammatory cytokines, including interleukin (IL)-1β and
tumor necrosis factor (TNF), promote excitotoxic neuronal damage in EAE, exacerbating glutamatergic
transmission and reducing GABAergic signaling [6,38]. A similar set of proinflammatory cytokines
could also alter synaptic functioning in human MS, as CSF collected from MS patients in the acute
phase of disease reproduces the neurophysiological alterations observed in EAE when incubated
in vitro on control mouse slices [39].

3.1. Inflammation and LTP

Studies in EAE and in patients with MS pointed out that LTP and LTD expression is affected
by inflammation [40–43]. In relapsing MS patients, reduced LTP-like plasticity in response to the
intermittent theta burst stimulation protocol has been reported [40]. Moreover, a synaptic plasticity
deficit was normalized after three-month treatment with interferon beta 1a, suggesting a direct role
of acute inflammation [40]. Specific proinflammatory molecules, including IL-1β and IL-6, influence
LTP induction in vitro both in physiological and pathological conditions [44–49]. IL-1β has been
consistently involved in the pathogenesis of synaptic plasticity alterations in EAE [39,41–43]; however,
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contrasting data exist on how this cytokine affects LTP and LTD expression. While it has been reported
that IL-1β impairs LTP induction in mice hippocampal slices [42], enhanced LTP expression has also
been observed in response to IL-1β [43]. Accordingly, in RR-MS patients the CSF levels of IL-1β have
been correlated with a paradoxical LTP-like effect in response to an LTD-inducing TMS protocol [41],
confirming that this cytokine also produces a profound subversion of synaptic plasticity in human
MS. Similarly, IL-6 has been associated to impaired LTP induction in vitro and in MS [49]. In RR-MS
patients, the CSF levels of this cytokine were correlated to impaired LTP-like plasticity explored with
TMS [49]. Notably, in the same study, higher CSF levels of IL-6 were also associated with enhanced
clinical expression of new brain lesions, suggesting that CSF inflammation impairs resilience to damage.

It has been shown that inflammation in MS is associated with altered Amyloid-β (Aβ) homeostasis.
One study evidenced in a group of RR-MS patients a negative correlation between the number of
Gd+ lesions at MRI and Aβ1-42 CSF levels [50]. Furthermore, a negative correlation has been found
between the CSF concentrations of Aβ1-42 and LTP-like responses to TMS [50]. In addition, it has
been reported that the CSF levels of different proinflammatory molecules negatively correlate with
Aβ1-42 concentrations [49,51]. Overall, these data suggest that in MS Aβ homeostasis is as a key factor
bridging inflammation, plasticity and neurodegeneration.

3.2. Inflammation and Upscaling

Experimental studies have shown that TNF is involved in inducing and maintaining synaptic
upscaling in different brain areas [52–55]. The specific role of TNF in promoting pathologically enhanced
synaptic upscaling has been elucidated in EAE mice. In particular, TNF has been associated with
increased expression of AMPARs and exacerbated glutamatergic excitatory post-synaptic currents [5].
These alterations preceded the onset of clinical deficits [5] and were prevented by pre-incubation with
TNF inhibitors [56]. The pathogenic role of TNF has been associated particularly with progressive
MS [57,58]. It has been shown that the CSF collected from patients with progressive disease course is
able to induce TNF-mediated upscaling and excitotoxic neuronal damage in vitro, thus suggesting a
link between CNS inflammation and neurodegeneration [57].

These data show that inflammation in MS is associated with a profound alteration of synaptic
plasticity mainly characterized by impaired LTP and overexpressed synaptic upscaling. This evidence
could be crucial for shedding light on the connectivity alterations and brain network reorganization
found in MS patients.

4. Inflammation and Brain Network Organization in MS

4.1. Inflammation Alters Brain Connectivity in MS

A number of MRI studies have described alterations of structural and functional connectivity
(SC and FC) in MS patients [15,59–66]. Altered connectivity has already been observed in the
early phases of MS [65,67–69], and has been correlated with clinical and cognitive deficits [15,65,70],
suggesting that this approach could be more sensitive than conventional MRI in investigating early
alterations [71].

The nature of connectivity changes in MS is still debated [72]. In MS patients, reduced SC and FC in
different networks has been related to both white matter lesion load and cortical atrophy [73–76], though
connectivity alterations have also been reported independently of structural brain damage [64,68,69].
In patients with early RR-MS, Faivre and colleagues [68] have found increased FC in different resting
state networks not correlated with lesion load. Furthermore, one study exploring FC in RR-MS and CIS
patients has shown reduced efficiency in the left Rolandic operculum, insula and superior temporal
gyrus bilaterally, not correlated to structural damage [69]. The role of other causes of disconnection
should also be considered, including the presence of diffuse microstructural damage occurring in
normal appearing white matter [77,78]. Rs-fMRI studies in patients with clinically isolated syndrome
(CIS) have consistently shown that altered connectivity can be found independently of demyelinating
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lesions or neuronal atrophy, in fact widespread functional connectivity changes have been reported in
both isolated optic neuritis and CIS without brain lesions [64,79]. In particular, acute optic neuritis has
been associated with reduced FC in the visual system and altered connectivity between visual and
non-visual networks, indicating rapid connectivity changes in response to focal inflammation [79];
in addition, both reduced and increased FC has been reported in CIS patients without brain lesions [64],
suggesting that CNS inflammation may represent a prominent cause of connectivity dysfunction in
MS [7].

In line with these findings, it has been reported that not only CNS-confined inflammation, but
also systemic inflammation may alter brain activity and network reorganization [80,81]. A study
using positron-emission tomography has revealed that administration of endotoxin in healthy subjects
was associated with increased serum levels of inflammatory molecules and enhanced fatigue and
depression [80]. These findings were associated with increased and reduced glucose metabolism
in the insula and anterior cingulate cortex, respectively [80]. Similarly, it has been reported that
interferon-alpha administration produced mood alterations associated with a rapid decrease in overall
brain network efficiency and reduced connectivity of the nucleus accumbens, thalamus and inferior
temporal cortex [81]. Moreover, experimental inflammation induced by lipopolysaccharide injection
has been associated with connectivity alterations in healthy subjects [82,83] and the specific role of
peripheral inflammatory cytokines has been evidenced in task-based and rs-fMRI studies [80,84–86].
Accordingly, it has been reported that serum concentrations of IL-6, a marker of peripheral inflammation,
covaried with FC in the default mode network and with connectivity in the anterior cingulate cortex
and in the medial prefrontal cortex [86].

These findings suggest that central inflammation, in addition to demyelination and atrophy, could
alter brain connectivity in MS.

4.2. Brain Network Reorganization in MS

The physiological meaning of changes in brain FC and SC during the course of MS is still
debated, as both decreased and increased connectivity in different brain networks have been
described [66,68,74,87]. Furthermore, both positive and negative correlations have been reported
between connectivity changes and clinical measures [67,68]. Differences between studies, concerning
MS phenotype, degree of disability, presence of clinical activity, and MRI measures, could be partly
responsible for these apparently contrasting findings. In addition, the presence of brain network
reorganization, either compensatory or maladaptive, represents an additional source of variability
between data. As optimal brain network reorganization requires efficient plasticity, synaptic plasticity
dysfunction observed in MS, in particular reduced LTP expression and pathologically increased
synaptic upscaling, could specifically contribute to altering brain network architecture and impairing
reorganization after damage.

Increased synchronization in different resting state networks has been described in CIS patients
compared with both RR-MS patients and controls, suggesting the existence of early brain reorganization
to damage, which is lost with disease progression [67]. However, as increased connectivity in early
MS patients has been associated with higher disability, the implications of FC changes should be
carefully considered [68]. Studies exploring SC in CIS and MS have been shown to strengthen local
connectivity from the early phases of the disease [66,88]. In particular, increased clustering coefficient
and modularity have been described in MS patients during the first year of disease, largely independent
of clinical activity [66,89]. It has been proposed that such reorganization cannot be simply considered
a result of structural damage, but rather represents an adaptive phenomenon [66]. Accordingly,
modularization and increased local processing improve the network’s ability to react to attacks [90,91].

An extreme redistribution of both functional and structural brain connectivity, with hub loss
and formation of new hubs has been reported in the early phases of MS [63,92]. A study using
rs-fMRI evidenced connectivity loss in hub regions including the precuneus, cingulate cortex and
frontal areas, and newly formed hubs in the left temporal pole and cerebellum [63]. Using DTI,
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reduced connection strength in the rich club has been demonstrated in RR-MS patients and has been
correlated with cognitive impairment [92]. In particular, altered rich club and local connectivity were
not found to be related to white matter damage [92]. Notably, in CIS patients rich club connectivity
was preserved and alterations mostly involved feeders connecting rich club to non-rich club nodes
and local connections [92]. One rs-fMRI study explored brain network reorganization in a group of
CIS patients at baseline and after a one year follow-up [93] by calculating the hub disruption index,
a useful and reliable measure of large-scale networks reorganization [94,95]. With such an approach,
a significant hub reorganization was detected at baseline and even more after one year, showing
the occurrence of brain regions with reduced and increased connectivity at the same time [93]. At
baseline, increased connectivity in the right middle temporal gyrus was observed in CIS; moreover,
after a one year follow-up, both a higher degree in the hippocampi, cingulate cortex and in the left
parieto-occipital sulcus, and a reduced degree in the middle occipital gyrus and left posterior segment
of the lateral fissure were observed. Hub reorganization correlated with better cognitive scores;
conversely, no significant correlations were reported with clinical scores and white matter lesions [93].

4.3. Altered Synaptic Plasticity Impairs Brain Network Remodeling in MS

Inconsistencies among studies exist, but taken together they suggest that a precise pattern of global
brain network reorganization can be found in MS from the early phases, characterized by reduced
hub connections and increased local connectivity. Some of these alterations may represent network
reorganization mediated by synaptic plasticity mechanisms, whereas others may be consequence
of increasing brain damage. Altered synaptic plasticity could represent an additional mechanism
contributing to lessening brain network reorganization in MS. Some key properties of synaptic
plasticity share analogies with specific characteristics of neuronal networks supporting this hypothesis.
Input-specificity, activity-dependency, associativity and tendency to induce synaptic instability make
LTP well-suited to generate highly connected nodes and could be involved in hub formation
and reorganization. Hence, reduced LTP expression could specifically impair hub remodeling,
contributing to hub disruption observed in MS. Furthermore, homeostatic synaptic plasticity allows
adaptation to damage promoting local and generalized connectivity increases, which could be aimed
at restoring network functionality, is also likely involved in limiting the connectivity of peripheral
nodes, contributing to maintaining overall excitability and wiring cost around optimal levels. Altered
homeostatic plasticity may therefore promote diffuse network hyperconnectivity.

Notably, progressive MS represents a useful model to test this hypothesis. Accordingly,
in progressive MS, reduced rich club connectivity and a relative increase of local connectivity have
been demonstrated [96]. Consistently, absent LTP induction and pathologically enhanced synaptic
upscaling have been revealed in this MS phenotype [57,97,98].

5. Conclusions

The appropriate interplay between anti-homeostatic and homeostatic plasticity allows the
formation of brain networks provided with peculiar characteristics associated with high resilience
to damage, including scale-free degree distribution, modularity and rich club organization (Figure 1,
left panel). We propose that altered synaptic plasticity in MS may promote both loss of hub connections
and increased local connectivity, leading to random brain network architecture and impaired remodeling
in response to damage (Figure 1, right panel). Therefore, inflammation may critically reduce brain
network resilience in MS, promoting a worse disease course. This is in line with preclinical and clinical
studies showing that the inflammatory CSF milieu critically influences MS disability progression and
impairs clinical compensation of ongoing brain damage [49]. Conversely, it has been demonstrated
that, in MS, anti-inflammatory molecules and neurotrophic factors may concur to promote a stable
disease course [99]. Accordingly, the platelet-derived growth factor has been found to be absent in
the CSF of patients with progressive MS, possibly contributing to explaining the impaired LTP-like
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plasticity expression [97]. Overall, these observations suggest that contrasting central inflammation
could limit the functional disconnection and promote efficient brain network reorganization in MS.
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processing, and prevents uncontrolled hyperexcitability. (B) Long-term potentiation (LTP) may be 
specifically involved in generating highly connected nodes (hubs); conversely, synaptic downscaling 
may be useful for maintaining low connectivity in the peripheral nodes of the network. The fine-
tuning between these two forms of synaptic plasticity is required to form brain networks 
characterized by a scale-free degree distribution. (C) The resulting brain network architecture is 
characterized by elevated efficiency of information processing and resilience to random damage. 
Right panel: (A) In multiple sclerosis (MS), neuroinflammation is associated with impaired LTP 
and pathologically overexpressed synaptic upscaling, leading to uncontrolled neuronal 
hyperexcitability. (B) Disrupted LTP may selectively reduce hub connectivity, while overexpressed 
upscaling may contribute to increasing connectivity in the periphery. This is associated with loss of 
optimal brain network architecture as demonstrated by further random degree distribution. (C) Loss 
of LTP may selectively disrupt hub connectivity and rich club organization. Conversely, pathologic 
upscaling may promote increased local connectivity. The resulting brain network architecture 
dramatically reduces efficiency and impairs the ability to compensate for ongoing brain damage in 
MS. 

Figure 1. Different forms of synaptic plasticity cooperate to promote optimal brain network topology.
Left panel: (A) In physiological conditions, the balance between anti-homeostatic and homeostatic
plasticity allows the generation of potentiated synapses, associated with selective information processing,
and prevents uncontrolled hyperexcitability. (B) Long-term potentiation (LTP) may be specifically
involved in generating highly connected nodes (hubs); conversely, synaptic downscaling may be useful
for maintaining low connectivity in the peripheral nodes of the network. The fine-tuning between
these two forms of synaptic plasticity is required to form brain networks characterized by a scale-free
degree distribution. (C) The resulting brain network architecture is characterized by elevated efficiency
of information processing and resilience to random damage. Right panel: (A) In multiple sclerosis
(MS), neuroinflammation is associated with impaired LTP and pathologically overexpressed synaptic
upscaling, leading to uncontrolled neuronal hyperexcitability. (B) Disrupted LTP may selectively
reduce hub connectivity, while overexpressed upscaling may contribute to increasing connectivity in
the periphery. This is associated with loss of optimal brain network architecture as demonstrated by
further random degree distribution. (C) Loss of LTP may selectively disrupt hub connectivity and
rich club organization. Conversely, pathologic upscaling may promote increased local connectivity.
The resulting brain network architecture dramatically reduces efficiency and impairs the ability to
compensate for ongoing brain damage in MS.

Further studies are required to better define the relationship between CSF inflammation, synaptic
plasticity and brain network structural and functional connectivity. In particular, studies combining
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neurophysiological investigations and fMRI measures could help to clarify the significance of brain
network reorganization occurring in MS.
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Abbreviations

Aβ amyloid-β
AMPA α-amino-3-hydroxy-5-methyl-4-isoxazolepropionic acid
CNS central nervous system
CSF cerebrospinal fluid
CIS clinically isolated syndrome
DTI diffusion tensor imaging
EAE experimental autoimmune encephalomyelitis
FC functional connectivity
fMRI functional MRI
IL interleukin
K node degree
LTD long-term depression
LTP long-term potentiation
MS multiple sclerosis
NMDA N-methyl-D-aspartate
PK degree distribution
RR relapsing-remitting
rs-fMRI resting state-functional magnetic resonance imaging
SC structural connectivity
TMS transcranial magnetic stimulation
TNF tumor necrosis factor
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