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Introduction
In 1961, Richard and Mary Bunge discovered and reported the 

phenomenon of spontaneous myelin repair using an animal model 
of demyelination [1]. Only four years later, the same possibility was 
observed in specimens from patients diagnosed with multiple sclerosis 
(MS), what would eventually be the starting point of a true scientific 
revolution – the demonstration that the human central nervous system 
(CNS) may be able of spontaneous self-repair [2]. Since then, over the 
past decades, some speculation has been produced about the possibility 
of developing new drugs that could enhance or improve spontaneous 
remyelination in MS. Although difficult, this goal seems to be getting 
closer and new therapeutic agents are being developed to fill this gap 
in MS care, accompanying an increasingly deep understanding of the 
biology of remyelination.

In this paper, we will review some basic aspects related to the 
mechanisms of remyelination as known so far, highlighting some 
molecules or signals that (at least theoretically) may have an important 
role to justify the design of new drugs that, depending on the context, 
could enhance or silence their effect (cellular therapy was considered 
outside the scope of this review). We will also reflect on the causes 
of intrinsic (or spontaneous) remyelination failure, exploring the 
challenges that must be overcome in order to bring this attractive field 
to the clinical practice.

Does it Make Sense to Think about Remyelination as a 
Therapeutic Strategy in Multiple Sclerosis?

Despite of the indisputable description of MS as a primary 
demyelinating disorder, the key phenomenon of axon loss helps 
to explain why there is good reason to believe MS might have some 
advantages over other CNS diseases in its eligibility for reparative 
therapies. This is mainly because axon connections remain 
predominantly intact in the very early stages of the disease. Therefore, 
repair therapies would only (although this “only” is not free of serious 
difficulties) need to recoat axons with myelin rather than re-establish 
connectivity in highly complex axonal nets, as it occurs in the majority 
of neurological diseases. 

In the course of time, axonal/neuronal loss become evident and it is 
recognized as the major cause of chronic progression in MS, occurring 
as a consequence of demyelination in addition to damage induced by 
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purely inflammatory mechanisms [3]. Evidence that myelin is required 
for axon survival is based on observations of genetically modified mouse 
models and studies of human pathology [4]: 1) using mice lacking some 
myelin proteins such as 2’,3’-cyclic nucleotide 3’-phosphodiesterase 
(CNP) and proteolipid protein (PLP), it was demonstrated that 
even in the presence of myelin sheaths (ultrastructurally normal or 
slightly abnormal) long-term axonal degeneration occurred [5,6]; 
2) in the absence of PLP, a disturbance in axoplasmic transport was
further identified and has led to the recognition of myelin-associated
sirtuin 2 as a potential mediator of long-term axonal stability [7,8];
3) in humans, myelin is also of critical importance for axon survival,
since patients with Pelizaeus-Merzbacher disease (which is caused by
mutations in PLP) have shown axon loss and studies of MS pathology
(including autopsy tissue samples) have demonstrated preservation
of axons in those areas where remyelination occurred [9,10]. More
recently, axon degeneration has been observed as a consequence of
genetically induced oligodendrocyte-specific ablation, even in rats
with no functional lymphocytes [11]. This has provided the evidence
that axon survival is dependent on intact oligodendrocytes and that
axonal degeneration in chronically demyelinated lesions can occur
independently of inflammation.

Replenishment of oligodendrocytes, renovation of the previously 
damaged myelin sheath and restoration of a normal glial environment 
should not only be useful as a reparative remyelination therapy, 
restoring saltatory conduction in axons, but should represent a major 
boost to axon survival and a powerful protective intervention. If we 
can provide our MS patients with drugs promoting remyelination, we 
will be changing the natural history of the disease. That is why it makes 
sense to think about this, as a much needed therapeutic strategy.
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Remyelination in Multiple Sclerosis: Understanding 
the Mechanisms and Identifying Opportunities for 
Therapeutic Intervention

Spontaneous or intrinsic remyelination involves endogenous 
oligodendrocyte precursor cells (OPCs), which need to differentiate 
and generate mature oligodendrocytes, able to recoat damaged neurons 
with a new myelin sheath. These precursor cells are widespread 
throughout the CNS, occurring in both white matter and grey matter at 
a density similar to that of microglial cells (5-8% of the cell population) 
[12]. They can be isolated from the normal adult brain and are 
identified by the expression of transcription factors Olig2 and Nkx2-2 
as well as the surface markers platelet-derived growth factor receptor 
(PDGFR)α and NG2, which are also expressed by OPCs in MS brain 
tissues [13-15]. Adult OPCs derive from their developmental forebears 
and the two cell types share many similarities, although the adult cell 
has a slower rate of migration and a longer basal cell cycle time [16]. 
Using transgenic mice subjected to experimental demyelination it was 
possible to show that OPCs originate the vast majority of remyelinating 
oligodendrocytes [17], which can also come from the precursor cells of 
the adult subventricular zone (SVZ) [18,19]. However, the contribution 
of these SVZ-derived cells may be small and their ability to repair away 
from white matter tracts that are close to the SVZ is probably negligible. 

When an injury occurs, OPCs near the lesion undergo a switch 
from an essentially quiescent state to a phenotype with regenerative 
properties. This is the first step of the remyelination process – the 
activation phase – and involves not only morphological changes but 
also the up regulation of several genes and transcription factors [20]. 
For this activation, acute injury-induced changes in microglia and 
astrocytes play a crucial role. These two cell types seem to be the 
major source of mediators inducing a rapid proliferative response of 
OPCs, like the proteins Cdk2 and p27Kip-1 [21,22], the PDGF and the 
fibroblast growth factor (FGF) [23] and other factors demonstrated to 
have clear mitogenic effects in tissue cultures. 

Following the activation, the migration or recruitment phase starts. 
Semaphorins are emerging as relevant regulators of OPCs migration. It 
has been shown that adult OPCs express class 3 semaphorin receptors 
and gain and loss of function experiments have demonstrated that 
semaphorin 3A impairs OPCs migration towards demyelinated lesions, 
while semaphorin 3F overexpression contributes to accelerate OPCs 
recruitment and remyelination rate [24].

The recruited OPCs must next differentiate into remyelinating 
oligodendrocytes for remyelination to be complete. This is the 
differentiation phase and includes three different steps: 1) making 
contact with the previously demyelinated axon; 2) expressing myelin 
genes and producing a myelin membrane; 3) wrapping and compacting 
to form the myelin sheath, recoating damaged neurons. Although we 
are able to describe in theory all these steps, the truth is that we still 
have an incomplete understanding about all the mechanisms involved 
in the genesis of a new myelin sheath.

Some molecules have been shown to play a role in some of the 
intermediate steps of this complex repair process. FGF regulates the 
correct transition from the recruitment to the differentiation phase 
[25] and insulin-like growth factor-1 (IGF-1) seems also to play a role 
in both processes [26]. More recently, the ability of semaphorin 3A to 
inhibit OPCs differentiation was demonstrated, in addition to its role 
in the recruitment phase [27]. Therefore, the ability to manipulate 
semaphorin 3 receptors, neuropilins and plexines, as also the expression 

of semaphorins 3A and 3F around lesions emerge as a very attractive 
therapeutic strategy.

The leucine-rich repeat and Ig domain containing NOGO 
receptor interacting protein 1 (LINGO-1) has been found to have a 
negative effect on oligodendrocytes in differentiation and constitutes 
nowadays an interesting therapeutic target, considering the existence 
of a monoclonal antibody (BIIB033) that can block its effect and, 
thus, favors both neuroprotection and remyelination [28]. A phase II 
trial is ongoing and will give additional information regards to safety, 
tolerability and efficacy of this drug (NCT01864148). The human 
monoclonal IgM antibody 22 (rHIgM22) has been shown to have some 
activity promoting remyelination in a virus-mediated mouse model of 
demyelinating disease [29]. This effect probably involves the Src family 
kinase Lyn and PDGFRα signaling [30,31], but that needs to be clarified 
and a phase I clinical trial is now recruiting participants to evaluate 
safety, tolerability, pharmacokinetics and immunogenicity of a single 
dose of rHIgM22 (NCT01803867).

The canonical Wnt pathway has been recently implicated 
in a negative control of oligodendrocyte differentiation in both 
developmental myelination and remyelination processes [32]. Some 
data suggest that promoting the degradation of β-catenin and thus 
blocking the Wnt pathway in OPCs may be an effective approach to 
promoting remyelination. In this context, axin2 emerges as an attractive 
therapeutic target, once it negatively feeds back on the pathway and 
promotes β-catenin degradation [33]. But differences between the 
regulation of developmental myelination and remyelination must be 
emphasized. The transcription factor Olig1 is essential for the first of 
the mentioned processes, but has a permissive and less relevant role 
in OPCs differentiation during remyelination [34]. Depending on the 
ligand, Notch signaling pathway can exert a negative or a positive effect 
in developmental differentiation, but has a redundant function during 
remyelination, once the conditional knockout of the Notch1 gene in 
OPCs has little practical consequences [35-37]. The role of Notch 
signaling in the regulation of myelination is more complicated than first 
anticipated and needs to be deeply understood before considering it a 
viable therapeutic target. A further molecule critical in developmental 
myelination is sonic hedgehog (Shh), which is essential for 
oligodendrocyte specification. Shh seems to be relevant in maintaining 
some stem cell niches in the adult brain and its overexpression 
contributes for the increase in the production of precursor cells, which 
will ultimately differentiate along the oligodendroglial lineage [38].

The direct analysis of remyelinating tissue has been assigning to the 
nuclear retinoid X receptor-γ (RXRγ) a key role as a positive regulator 
of oligodendrocyte differentiation and the same has been demonstrated 
by gain/loss of function studies. Knockdown of RXRγ by interference 
RNA or RXR-specific antagonists severely inhibits oligodendrocyte 
differentiation in culture, while the RXR agonist 9-cis-retinoic acid 
promotes remyelination in some mice models [39]. These data provide 
a good intervention point for future drug targeting.

Other molecules that seem to be involved in these complex 
mechanisms are the chemokine CXCL12 and its receptor CXCR4 [40], 
the bone morphogenic proteins (specially 4, 6 and 7) [41] and the 
extracellular matrix protein hyaluronan (possibly through the Toll-like 
receptor 2) [42].

Despite not being developed specifically to promote remyelination, 
there are some drugs in advanced phases of research and other already 
licensed for clinical use that seem to have some effect in this area and 
therefore also have to be mentioned in this review.
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Fingolimod is a sphingosine-1-phosphate receptor modulator, 
which acts as a selective immunosuppressive drug preventing T cells 
from exiting lymph nodes and it is currently approved for the treatment 
of relapsing-remitting MS. This drug demonstrated to promote rodent 
oligodendrocyte process extension and survival in vitro [43], but how 
it can really affect myelin regeneration remains unclear. In fact, using 
rodent slice multicellular culture preparations, it was possible to foster 
an environment favoring remyelination [44], but that was not confirmed 
in in vivo rodent studies [45]. An extension of the TRANSFORMS 
study, which included relapsing-remitting MS patients treated with 
oral fingolimod or intramuscular interferon beta-1a, reported no 
effect of fingolimod on disease progression [46]. However, there are 
still many questions that remain unanswered considering this drug’s 
central effects and two other clinical trials continue (NCT00731692 and 
NCT01498887), trying to shed some light on several of these clinical 
issues. 

Alemtuzumab is a monoclonal antibody directed against the 
surface antigen CD52, which is currently being developed for the 
treatment of patients diagnosed with relapsing-remitting MS. Two 
phase III clinical trials (CARE-MS I and CARE-MS II) were designed 
to demonstrate the benefits of this drug, comparing it with a first-line 
disease-modifying agent, interferon beta-1a [47,48]. In CARE-MS II 
(and only in this trial), patients treated with the monoclonal antibody 
showed a 42% reduction in sustained accumulation of disability and 
this observation raised the possibility of the antibody to be responsible 
for some degree of neuroprotection and remyelination. This hypothesis 
can be supported by data coming from the laboratory: when treated 
with alemtuzumab and stimulated with myelin basic protein, T cells (in 
particular) produce potentially useful neuronal growth factors that can 
promote OPCs survival and enhance oligodendrocyte differentiation 
and myelination abilities [49]. Future trials need to be planned to better 
characterize this potential remyelinating effect of alemtuzumab.

Dimethyl fumarate has recently been approved for MS treatment. 
Its precise mechanism of action is not currently known, but it seems to 
be mediated by an upregulation of the transcription factor Nrf2 [50]. 
There is yet scarce evidence that this drug has effects on remyelination 
[51], but the related antipsychotic compound quetiapine (which is 
also a fumarate salt) seems to possess pro-remyelinating properties in 
animals [52]. Quetiapine promotes the differentiation of rodent OPCs 
into oligodendrocytes and myelination in cell cultures [53]. Using in 
vivo models, it was also possible to demonstrate reduced demyelination 
and loss of oligodendrocytes under quetiapine treatment, as well as 
faster production of myelin proteins [54,55]. More studies are needed 
to verify if dimethyl fumarate has the same effects on the biology of 
remyelination.

Laquinimod is an oral modified formulation of linomide, which 
has shown efficacy in different autoimmune disorders, including in 
MS. Its exact mechanism of action is not currently known, but there 
are some pathways through which this drug can possibly exert its 
immunomodulatory and neuroprotective effects. It may have some 
impact on several immune functions such as antigen presentation and 
dendritic cells kinetics [56], it may also inhibit leukocyte migration into 
the CNS [57], it seems to have a role increasing axonal integrity after an 
injury [58], it modulates cytokine production, promoting a shift from 
a pro-inflammatory Th1 to an anti-inflammatory Th2/Th3 phenotypes 
[59] and increases levels of brain-derived neurotrophic factor (BDNF), 
both in the periphery and within the CNS [60]. This neurotrophic 
factor secretion was tested in human patients undergoing laquinimod 
treatment in a phase II study (NCT00349193): laquinimod therapy 

demonstrated a significant and specific (up to 11-fold) elevation of 
serum BDNF levels compared to the placebo group after three months 
of treatment [61]. The impact of such an increase of BDNF levels in 
remyelination still needs to be clarified. In an animal model of spinal 
cord injury, it was possible to demonstrate that a matrix composed by 
BDNF-overexpressing cells and platelet-rich plasma increased both 
cellular migration towards demyelinated areas and differentiation of 
precursors [62]. But further studies are needed to better understand the 
true therapeutic potential of BDNF and of other neurotrophins. 

It is clear now that remyelination is not regulated by one single 
molecule or mediator, but through a combination of signaling pathways 
acting on OPCs and oligodendrocytes (Figure 1), as well as on other 
cellular players like the microglia, astrocytes and even the blood 
vessels. The discovery of new molecular players and of pharmacological 
strategies to act on them is nowadays a priority, in order to provide, in 
this field, new therapeutic agents that can change the natural history of 
MS. Table 1 summarizes information about the drugs with a potential 
remyelinating effect already under investigation.  

Why does Intrinsic Remyelination Fail?
The excitement of knowing some of the pathways implicated in the 

mechanisms of intrinsic remyelination in MS should be tempered by a 
hard fact: its effectiveness is low and rapidly exhaustible. 

Like in other regenerative processes, the efficiency of intrinsic 
remyelination decreases with age and this probably has a strong 
implication in long-term outcomes, considering the chronicity of 
MS, a disease that evolves over many decades. Age can influence 
remyelination by decreasing both OPCs recruitment and differentiation 
[63]. This ageing effect is likely to be related with age-associated changes 
in the extrinsic environmental signals to which OPCs are exposed 
and also to intrinsic determinants of OPC behavior. An impaired 

Figure 1: Mediators involved in different stages of MS lesions remyelination 
(activation, recruitment and differentiation of oligodendricyte precursor cells). 
Those followed by a downward arrow play an inhibitory role. Circular arrows 
represent the interconnectedness of all steps for a successful remyelination. 
PDGF: platelet-derived growth factor; FGF: fibroblast growth factor; BDNF: 
brain-derived neurotrophic factor; IGF-1: insulin-like growth factor-1; Shh: 
sonic hedgehog; RXRγ: retinoid X receptor-γ; LINGO-1: leucine-rich repeat 
and Ig domain containing NOGO receptor interacting protein 1; BMP: bone 
morphogenic protein; PSA-NCAM: polysialylated-neural cell adhesion 
molecule.
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macrophage activity in ageing, associated with some delay in expressing 
inflammatory cytokines and chemokines can lead to a poor clearance 
of myelin debris and to a temporary accumulation of myelin-associated 
differentiation-inhibitory proteins in lesions [64]. The expression of 
remyelination-associated growth factors seems also to be decreased 
in older cells, contributing to the delay observed in OPCs activation, 
recruitment and differentiation [65]. For all this, a relevant question 
related with the success of developing remyelinating therapies is the 
extent to which age-associated changes could really be reversed. Some 
experiments based on skeletal muscle regeneration demonstrated that 
poor regenerative capacity in older animals can be renewed [66], but to 
what extent this can be replicated in the CNS remains unknown.

Remyelination could also fail because of disease-specific aspects. 
In MS, one of the first theoretical consequences of demyelination 
could be a focal depletion of a CNS specific area in precursor cells, 
so further episodes of demyelination occurring at the same site (or in 
its vicinity) would fail to remyelinate due to a lack of OPCs. However, 
some experiments clearly indicate that these cells are very efficient in 
recolonizing areas that were injured by the disease [67], at least if the 
demyelinating insult is not sustained in time. So, although theoretically 
valid, this does not seem to be the main cause for a failure of intrinsic 
remyelination in MS patients.

In this context, the failure of OPCs recruitment appears to be more 
relevant. It may arise due to disturbances in the expression of guidance 
cues (like semaphorins 3A and 3F) inside the lesion and this may be 
more or less important depending on the dimension of the demyelinated 
area [68]: larger lesions will require greater OPCs recruitment impetus 
(and it should not be forgotten that older OPCs are less responsive to 
recruitment signals). In some patients, antibodies recognizing OPC-
expressed antigens (like NG2) were identified [69]. This could also be a 
mechanism of recruitment impairment. 

But despite all the previous considerations, around 70% of 
demyelinated MS lesions contain immature oligodendroglial cells that 
appear to be in an arrested state, unable to completely differentiate [70]. 
Several sets of observations corroborate that this stage of remyelination 
is the most vulnerable to failure in MS [14,70-72]. One possible 
explanation for this is that chronic lesions contain factors that can 
inhibit cellular precursors differentiation. One of the first candidates to 
be involved in this negative regulation was the Notch-jagged pathway, 
considering the detection of Notch and of its downstream activator 
Hes5 in OPCs and of jagged in astrocytes within chronic demyelinated 
MS lesions [73]. But further experiments detected the expression of the 
same mediators in cells undergoing remyelination and, more relevantly, 

the deletion of Notch in oligodendroglial cells resulted in a very limited 
remyelinating phenotype by OPCs, thus suggesting that Notch-jagged 
signaling is not a critical negative regulator of remyelination [74]. 
The accumulation of hyaluronan within demyelinated lesions may 
also contribute to an environment not conductive to remyelination, 
considering its potential inhibitor effect on OPCs via TLR2 signaling 
[42]. Demyelinated axons have been shown to express the adhesion 
molecule PSA-NCAM and may themselves act as remyelination 
inhibitors too, once that adhesion molecule has the ability to block 
myelination in cell culture [75].

But if it makes sense to think that remyelination failure may result 
from the presence of inhibitors of OPCs differentiation, it is also logical 
to think that the same effect may be due to the absence of differentiation 
stimulatory molecules. This hypothesis is difficult to prove, but it is 
compatible with a model in which the acute inflammatory events play 
a key role in activating precursor cells and creating an environment 
conductive to remyelination [76]. The two possibilities are not mutually 
exclusive and this integrative perspective is consistent with the more 
holistic view of the phenomenon: remyelination results from the 
interaction of multiple factors, both environmental and endogenous, 
that guide the various stages of myelin repair. As such, knowing more 
and more about these complex pathways will be the way to design 
smarter therapeutic interventions, with real clinical potential.

Future Challenges
The advances in knowledge about remyelination biology, in recent 

years, provide an optimistic view for the future and for bridging 
the gap from regenerative basic science to regenerative medicine. 
However, selection of a target with a strong scientific rationale is only 
the beginning, albeit an essential step in the long journey of drug 
development. 

Any progress, in therapeutic terms, will have to be based on a very 
deep understanding about the human pathological hallmarks (because 
of the absence of direct translatability between preclinical animal models 
and human systems) and on the development of reliable biomarkers, 
which need to be really able to measure and quantify the remyelinating 
potential of any kind of investigational drug, in pivotal trials. Therefore, 
it seems logical that the demonstration of successful remyelination in 
MS patients cannot be achieved without significant advances in clinical 
radiology. Some innovative imaging techniques (such as magnetic 
transfer ratio and diffuse tensor imaging) were developed to measure 
myelin content and tissue organization using conventional magnetic 
resonance imagers. Together with measurements of cortical atrophy 

Table 1: Drugs with a potentially remyelinating effect under study, their mechanisms of action and development phases. S1P: Sphingosine-1-Phosphate; BDNF: Brain-
Derived Neurotrophic Factor; LINGO-1: Leucine-Rich Repeat and Ig domain containing NOGO receptor interacting protein 1; rHIgM22: Human Monoclonal IgM Antibody 
22; PDGFRα: Platelet-Derived Growth Factor Receptor α.

Drug Mechanism of action Development phase References

Fingolimod S1P receptor modulator Licensed for clinical practice (remyelinating effect unclear) Miron et al. [44]
Hu et al. [45]

Dimethyl fumarate Unknown (probably involves upregulation of the transcription 
factor Nrf2) Licensed for clinical practice (remyelinating effect unclear) Fox et al. [51]

Quetiapine Unknown (affinity for D2, 5-HT2A, H1 and 5-HT1A brain 
receptors)

Licensed as an antipsychotic drug for clinical practice 
(remyelinating effect unclear)

Mei et al. [53]
Zhang et al. [54]

Alemtuzumab Anti-CD52 Awaiting regulatory approval (remyelinating effect unclear) Jones et al. [49]

Laquinimod Unknown (probably involves BDNF secretion) Phase III (NCT01707992) Aharoni et al. [59]
Comi et al. [60]

BIIB033 Blockage of LINGO-1 Phase II (NCT01864148) Mi et al. [28]

rHIgM22 Unknown (probably involves the Src family kinase Lyn and 
PDGFRα signaling) Phase I (NCT01803867) Watzlawik et al. [30]

Watzlawik et al. [31]
9-cis-retinoic acid Retinoid X receptor agonist Pre-clinical Huang et al. [39]



Page 5 of 6

Citation: Palavra F, Reis F, Almeida L (2014) Remyelination in Multiple Sclerosis – How Close are We? J Neurol Neurophysiol 5: 192. doi:10.4172/2155-
9562.1000192

Volume 5 • Issue 2 • 1000192
J Neurol Neurophysiol
ISSN: 2155-9562 JNN, an open access journal 

and retinal nerve fiber layer thickness, clinicians will soon be able 
to have a full array of imaging products that can allow the study and 
the assessment of the efficacy of a potential drug on myelination and 
neuroprotection in MS patients.

Conclusion
Specific remyelinating therapies for patients with MS are not yet 

a reality, but it seems appropriate at present to continue to hardly 
pursue a broad-based strategy for developing myelin repair therapies. 
Knowledge gained over the past few years about the biology of 
remyelination has pinpointed some therapeutic targets with clinical 
potential in the short and medium term. It will therefore be crucial 
to further our understanding of the pathways involved in MS lesions 
remyelination, as well as to develop strategies that, in clinical trials, 
allow us to clearly assess the impact of an experimental drug in this 
specific field. Any beneficial effect may actually be the key to change the 
therapeutic approach to patients diagnosed with MS and, thus, modify 
the natural history of the disease.

References

1.	 BUNGE MB, BUNGE RP, RIS H (1961) Ultrastructural study of remyelination 
in an experimental lesion in adult cat spinal cord. J Biophys Biochem Cytol 10: 
67-94.

2.	 Périer O, Grégoire A (1965) Electron microscopic features of multiple sclerosis 
lesions. Brain 88: 937-952.

3.	 Trapp BD, Nave KA (2008) Multiple sclerosis: an immune or neurodegenerative 
disorder? Annu Rev Neurosci 31: 247-269.

4.	 Nave KA, Trapp BD (2008) Axon-glial signaling and the glial support of axon 
function. Annu Rev Neurosci 31: 535-561.

5.	 Lappe-Siefke C, Goebbels S, Gravel M, Nicksch E, Lee J, et al. (2003) 
Disruption of Cnp1 uncouples oligodendroglial functions in axonal support and 
myelination. Nat Genet 33: 366-374.

6.	 Griffiths I, Klugmann M, Anderson T, Yool D, Thomson C, et al. (1998) Axonal 
swellings and degeneration in mice lacking the major proteolipid of myelin. 
Science 280: 1610-1613.

7.	 Werner HB, Kuhlmann K, Shen S, Uecker M, Schardt A, et al. (2007) Proteolipid 
protein is required for transport of sirtuin 2 into CNS myelin. J Neurosci 27: 
7717-7730.

8.	 Edgar JM, McLaughlin M, Yool D, Zhang SC, Fowler JH, et al. (2004) 
Oligodendroglial modulation of fast axonal transport in a mouse model of 
hereditary spastic paraplegia. J Cell Biol 166: 121-131.

9.	 Garbern JY, Yool DA, Moore GJ, Wilds IB, Faulk MW, et al. (2002) Patients 
lacking the major CNS myelin protein, proteolipid protein 1, develop length-
dependent axonal degeneration in the absence of demyelination and 
inflammation. Brain 125: 551-561.

10.	Kornek B, Storch MK, Weissert R, Wallstroem E, Stefferl A, et al. (2000) 
Multiple sclerosis and chronic autoimmune encephalomyelitis: a comparative 
quantitative study of axonal injury in active, inactive, and remyelinated lesions. 
Am J Pathol 157: 267-276.

11.	Pohl HB, Porcheri C, Mueggler T, Bachmann LC, Martino G, et al. (2011) 
Genetically induced adult oligodendrocyte cell death is associated with poor 
myelin clearance, reduced remyelination, and axonal damage. J Neurosci 31: 
1069-1080.

12.	Richardson WD, Young KM, Tripathi RB, McKenzie I (2011) NG2-glia as 
multipotent neural stem cells: fact or fantasy? Neuron 70: 661-673.

13.	Reynolds R, Dawson M, Papadopoulos D, Polito A, Di Bello IC, et al. (2002) 
The response of NG2-expressing oligodendrocyte progenitors to demyelination 
in MOG-EAE and MS. J Neurocytol 31: 523-536.

14.	Chang A, Nishiyama A, Peterson J, Prineas J, Trapp BD (2000) NG2-positive 
oligodendrocyte progenitor cells in adult human brain and multiple sclerosis 
lesions. J Neurosci 20: 6404-6412.

15.	Scolding N, Franklin R, Stevens S, Heldin CH, Compston A, et al. (1998) 

Oligodendrocyte progenitors are present in the normal adult human CNS and 
in the lesions of multiple sclerosis. Brain 121: 2221-2228.

16.	Wolswijk G, Noble M (1989) Identification of an adult-specific glial progenitor 
cell. Development 105: 387-400.

17.	Zawadzka M, Rivers LE, Fancy SP, Zhao C, Tripathi R, et al. (2010) CNS-
resident glial progenitor/stem cells produce Schwann cells as well as 
oligodendrocytes during repair of CNS demyelination. Cell Stem Cell 6: 578-
590.

18.	Menn B, Garcia-Verdugo JM, Yaschine C, Gonzalez-Perez O, Rowitch D, et al. 
(2006) Origin of oligodendrocytes in the subventricular zone of the adult brain. 
J Neurosci 26: 7907-7918.

19.	Nait-Oumesmar B, Decker L, Lachapelle F, Avellana-Adalid V, Bachelin C, et 
al. (1999) Progenitor cells of the adult mouse subventricular zone proliferate, 
migrate and differentiate into oligodendrocytes after demyelination. Eur J 
Neurosci 11: 4357-4366.

20.	Shen S, Sandoval J, Swiss VA, Li J, Dupree J, et al. (2008) Age-dependent 
epigenetic control of differentiation inhibitors is critical for remyelination 
efficiency. Nat Neurosci 11: 1024-1034.

21.	Caillava C, Vandenbosch R, Jablonska B, Deboux C, Spigoni G, et al. (2011) 
Cdk2 loss accelerates precursor differentiation and remyelination in the adult 
central nervous system. J Cell Biol 193: 397-407.

22.	Crockett DP, Burshteyn M, Garcia C, Muggironi M, Casaccia-Bonnefil P (2005) 
Number of oligodendrocyte progenitors recruited to the lesioned spinal cord is 
modulated by the levels of the cell cycle regulatory protein p27Kip-1 Glia 49: 
301-308. 

23.	Murtie JC, Zhou YX, Le TQ, Vana AC, Armstrong RC (2005) PDGF and FGF2 
pathways regulate distinct oligodendrocyte lineage responses in experimental 
demyelination with spontaneous remyelination. Neurobiol Dis 19: 171-182.

24.	Piaton G, Aigrot MS, Williams A, Moyon S, Tepavcevic V, et al. (2011) 
Class 3 semaphorins influence oligodendrocyte precursor recruitment and 
remyelination in adult central nervous system. Brain 134: 1156-1167.

25.	Armstrong RC, Le TQ, Frost EE, Borke RC, Vana AC (2002) Absence 
of fibroblast growth factor 2 promotes oligodendroglial repopulation of 
demyelinated white matter. J Neurosci 22: 8574-8585.

26.	Mason JL, Xuan S, Dragatsis I, Efstratiadis A, Goldman JE (2003) Insulin-like 
growth factor (IGF) signaling through type 1 IGF receptor plays an important 
role in remyelination. J Neurosci 23: 7710-7718.

27.	Syed YA, Hand E, Möbius W, Zhao C, Hofer M, et al. (2011) Inhibition of CNS 
remyelination by the presence of semaphorin 3A. J Neurosci 31: 3719-3728.

28.	Mi S, Hu B, Hahm K, Luo Y, Kam Hui ES, et al. (2007) LINGO-1 antagonist 
promotes spinal cord remyelination and axonal integrity in MOG-induced 
experimental autoimmune encephalomyelitis. Nat Med 13: 1228-1233.

29.	Mitsunaga Y, Ciric B, Van Keulen V, Warrington AE, Paz Soldan M, et al. (2002) 
Direct evidence that a human antibody derived from patient serum can promote 
myelin repair in a mouse model of chronic-progressive demyelinating disease. 
FASEB J 16: 1325-1327. 

30.	Watzlawik JO, Warrington AE, Rodriguez M (2013) PDGF is required for 
remyelination-promoting IgM stimulation of oligodendrocyte progenitor cell 
proliferation. PLoS One 8: e55149.

31.	Watzlawik J, Holicky E, Edberg DD, Marks DL, Warrington AE, et al. (2010) 
Human remyelination promoting antibody inhibits apoptotic signaling and 
differentiation through Lyn kinase in primary rat oligodendrocytes. Glia 58: 
1782-1793.

32.	Fancy SP, Baranzini SE, Zhao C, Yuk DI, Irvine KA, et al. (2009) Dysregulation 
of the Wnt pathway inhibits timely myelination and remyelination in the 
mammalian CNS. Genes Dev 23: 1571-1585.

33.	Fancy SP, Harrington EP, Yuen TJ, Silbereis JC, Zhao C, et al. (2011) Axin2 as 
regulatory and therapeutic target in newborn brain injury and remyelination. Nat 
Neurosci 14: 1009-1016.

34.	Arnett HA, Fancy SP, Alberta JA, Zhao C, Plant SR, et al. (2004) bHLH 
transcription factor Olig1 is required to repair demyelinated lesions in the CNS. 
Science 306: 2111-2115.

35.	Stidworthy MF, Genoud S, Li WW, Leone DP, Mantei N, et al. (2004) Notch1 
and Jagged1 are expressed after CNS demyelination, but are not a major rate-
determining factor during remyelination. Brain 127: 1928-1941.

http://www.ncbi.nlm.nih.gov/pubmed/13688845
http://www.ncbi.nlm.nih.gov/pubmed/13688845
http://www.ncbi.nlm.nih.gov/pubmed/13688845
http://www.ncbi.nlm.nih.gov/pubmed/5864468
http://www.ncbi.nlm.nih.gov/pubmed/5864468
http://www.ncbi.nlm.nih.gov/pubmed/18558855
http://www.ncbi.nlm.nih.gov/pubmed/18558855
http://www.ncbi.nlm.nih.gov/pubmed/18558866
http://www.ncbi.nlm.nih.gov/pubmed/18558866
http://www.ncbi.nlm.nih.gov/pubmed/12590258
http://www.ncbi.nlm.nih.gov/pubmed/12590258
http://www.ncbi.nlm.nih.gov/pubmed/12590258
http://www.ncbi.nlm.nih.gov/pubmed/9616125
http://www.ncbi.nlm.nih.gov/pubmed/9616125
http://www.ncbi.nlm.nih.gov/pubmed/9616125
http://www.ncbi.nlm.nih.gov/pubmed/17634366
http://www.ncbi.nlm.nih.gov/pubmed/17634366
http://www.ncbi.nlm.nih.gov/pubmed/17634366
http://www.ncbi.nlm.nih.gov/pubmed/15226307
http://www.ncbi.nlm.nih.gov/pubmed/15226307
http://www.ncbi.nlm.nih.gov/pubmed/15226307
http://www.ncbi.nlm.nih.gov/pubmed/11872612
http://www.ncbi.nlm.nih.gov/pubmed/11872612
http://www.ncbi.nlm.nih.gov/pubmed/11872612
http://www.ncbi.nlm.nih.gov/pubmed/11872612
http://www.ncbi.nlm.nih.gov/pubmed/10880396
http://www.ncbi.nlm.nih.gov/pubmed/10880396
http://www.ncbi.nlm.nih.gov/pubmed/10880396
http://www.ncbi.nlm.nih.gov/pubmed/10880396
http://www.ncbi.nlm.nih.gov/pubmed/21248132
http://www.ncbi.nlm.nih.gov/pubmed/21248132
http://www.ncbi.nlm.nih.gov/pubmed/21248132
http://www.ncbi.nlm.nih.gov/pubmed/21248132
http://www.ncbi.nlm.nih.gov/pubmed/21609823
http://www.ncbi.nlm.nih.gov/pubmed/21609823
http://www.ncbi.nlm.nih.gov/pubmed/14501221
http://www.ncbi.nlm.nih.gov/pubmed/14501221
http://www.ncbi.nlm.nih.gov/pubmed/14501221
http://www.ncbi.nlm.nih.gov/pubmed/10964946
http://www.ncbi.nlm.nih.gov/pubmed/10964946
http://www.ncbi.nlm.nih.gov/pubmed/10964946
http://www.ncbi.nlm.nih.gov/pubmed/9874475
http://www.ncbi.nlm.nih.gov/pubmed/9874475
http://www.ncbi.nlm.nih.gov/pubmed/9874475
http://www.ncbi.nlm.nih.gov/pubmed/2680425
http://www.ncbi.nlm.nih.gov/pubmed/2680425
http://www.ncbi.nlm.nih.gov/pubmed/20569695
http://www.ncbi.nlm.nih.gov/pubmed/20569695
http://www.ncbi.nlm.nih.gov/pubmed/20569695
http://www.ncbi.nlm.nih.gov/pubmed/20569695
http://www.ncbi.nlm.nih.gov/pubmed/16870736
http://www.ncbi.nlm.nih.gov/pubmed/16870736
http://www.ncbi.nlm.nih.gov/pubmed/16870736
http://www.ncbi.nlm.nih.gov/pubmed/10594662
http://www.ncbi.nlm.nih.gov/pubmed/10594662
http://www.ncbi.nlm.nih.gov/pubmed/10594662
http://www.ncbi.nlm.nih.gov/pubmed/10594662
http://www.ncbi.nlm.nih.gov/pubmed/19160500
http://www.ncbi.nlm.nih.gov/pubmed/19160500
http://www.ncbi.nlm.nih.gov/pubmed/19160500
http://www.ncbi.nlm.nih.gov/pubmed/21502361
http://www.ncbi.nlm.nih.gov/pubmed/21502361
http://www.ncbi.nlm.nih.gov/pubmed/21502361
http://www.ncbi.nlm.nih.gov/pubmed/15472992
http://www.ncbi.nlm.nih.gov/pubmed/15472992
http://www.ncbi.nlm.nih.gov/pubmed/15472992
http://www.ncbi.nlm.nih.gov/pubmed/15472992
http://www.ncbi.nlm.nih.gov/pubmed/15837572
http://www.ncbi.nlm.nih.gov/pubmed/15837572
http://www.ncbi.nlm.nih.gov/pubmed/15837572
http://www.ncbi.nlm.nih.gov/pubmed/21421691
http://www.ncbi.nlm.nih.gov/pubmed/21421691
http://www.ncbi.nlm.nih.gov/pubmed/21421691
http://www.ncbi.nlm.nih.gov/pubmed/12351731
http://www.ncbi.nlm.nih.gov/pubmed/12351731
http://www.ncbi.nlm.nih.gov/pubmed/12351731
http://www.ncbi.nlm.nih.gov/pubmed/12930811
http://www.ncbi.nlm.nih.gov/pubmed/12930811
http://www.ncbi.nlm.nih.gov/pubmed/12930811
http://www.ncbi.nlm.nih.gov/pubmed/21389227
http://www.ncbi.nlm.nih.gov/pubmed/21389227
http://www.ncbi.nlm.nih.gov/pubmed/17906634
http://www.ncbi.nlm.nih.gov/pubmed/17906634
http://www.ncbi.nlm.nih.gov/pubmed/17906634
http://www.ncbi.nlm.nih.gov/pubmed/12154009
http://www.ncbi.nlm.nih.gov/pubmed/12154009
http://www.ncbi.nlm.nih.gov/pubmed/12154009
http://www.ncbi.nlm.nih.gov/pubmed/12154009
http://www.ncbi.nlm.nih.gov/pubmed/23383310
http://www.ncbi.nlm.nih.gov/pubmed/23383310
http://www.ncbi.nlm.nih.gov/pubmed/23383310
http://www.ncbi.nlm.nih.gov/pubmed/20645409
http://www.ncbi.nlm.nih.gov/pubmed/20645409
http://www.ncbi.nlm.nih.gov/pubmed/20645409
http://www.ncbi.nlm.nih.gov/pubmed/20645409
http://www.ncbi.nlm.nih.gov/pubmed/19515974
http://www.ncbi.nlm.nih.gov/pubmed/19515974
http://www.ncbi.nlm.nih.gov/pubmed/19515974
http://www.ncbi.nlm.nih.gov/pubmed/21706018
http://www.ncbi.nlm.nih.gov/pubmed/21706018
http://www.ncbi.nlm.nih.gov/pubmed/21706018
http://www.ncbi.nlm.nih.gov/pubmed/15604411
http://www.ncbi.nlm.nih.gov/pubmed/15604411
http://www.ncbi.nlm.nih.gov/pubmed/15604411
http://www.ncbi.nlm.nih.gov/pubmed/15289265
http://www.ncbi.nlm.nih.gov/pubmed/15289265
http://www.ncbi.nlm.nih.gov/pubmed/15289265


Page 6 of 6

Citation: Palavra F, Reis F, Almeida L (2014) Remyelination in Multiple Sclerosis – How Close are We? J Neurol Neurophysiol 5: 192. doi:10.4172/2155-
9562.1000192

Volume 5 • Issue 2 • 1000192
J Neurol Neurophysiol
ISSN: 2155-9562 JNN, an open access journal 

36.	Hu QD, Ang BT, Karsak M, Hu WP, Cui XY, et al. (2003) F3/contactin acts 
as a functional ligand for Notch during oligodendrocyte maturation. Cell 115: 
163-175.

37.	Wang S, Sdrulla AD, diSibio G, Bush G, Nofziger D, et al. (1998) Notch receptor 
activation inhibits oligodendrocyte differentiation. Neuron 21: 63-75.

38.	Loulier K, Ruat M, Traiffort E (2006) Increase of proliferating oligodendroglial 
progenitors in the adult mouse brain upon Sonic hedgehog delivery in the 
lateral ventricle. J Neurochem 98: 530-542.

39.	Huang JK, Jarjour AA, Nait Oumesmar B, Kerninon C, Williams A, et al. (2011) 
Retinoid X receptor gamma signaling accelerates CNS remyelination. Nat 
Neurosci 14: 45-53.

40.	Patel JR, McCandless EE, Dorsey D, Klein RS (2010) CXCR4 promotes 
differentiation of oligodendrocyte progenitors and remyelination. Proc Natl 
Acad Sci U S A 107: 11062-11067.

41.	Ara J, See J, Mamontov P, Hahn A, Bannerman P, et al. (2008) Bone 
morphogenetic proteins 4, 6, and 7 are up-regulated in mouse spinal cord 
during experimental autoimmune encephalomyelitis. J Neurosci Res 86: 125-
135.

42.	Sloane JA, Batt C, Ma Y, Harris ZM, Trapp B, et al. (2010) Hyaluronan blocks 
oligodendrocyte progenitor maturation and remyelination through TLR2. Proc 
Natl Acad Sci U S A 107: 11555-11560.

43.	Coelho RP, Payne SG, Bittman R, Spiegel S, Sato-Bigbee C (2007) The 
immunomodulator FTY720 has a direct cytoprotective effect in oligodendrocyte 
progenitors. J Pharmacol Exp Ther 323: 626-635.

44.	Miron VE, Ludwin SK, Darlington PJ, Jarjour AA, Soliven B, et al. (2010) 
Fingolimod (FTY720) enhances remyelination following demyelination of 
organotypic cerebellar slices. Am J Pathol 176: 2682-2694.

45.	Hu Y, Lee X, Ji B, Guckian K, Apicco D, et al. (2011) Sphingosine 1-phosphate 
receptor modulator fingolimod (FTY720) does not promote remyelination in 
vivo. Mol Cell Neurosci 48: 72-81.

46.	Khatri B, Barkhof F, Comi G, Hartung HP, Kappos L, et al. (2011) Comparison 
of fingolimod with interferon beta-1a in relapsing-remitting multiple sclerosis: a 
randomised extension of the TRANSFORMS study. Lancet Neurol 10: 520-529.

47.	Cohen JA, Coles AJ, Arnold DL, Confavreux C, Fox EJ, et al. (2012) 
Alemtuzumab versus interferon beta 1a as first-line treatment for patients with 
relapsing-remitting multiple sclerosis: a randomised controlled phase 3 trial. 
Lancet 380: 1819-1828. 

48.	Coles AJ, Twyman CL, Arnold DL, Cohen JA, Confavreux C, et al. (2012) 
Alemtuzumab for patients with relapsing multiple sclerosis after disease-
modifying therapy: a randomised controlled phase 3 trial. Lancet 380: 1829-
1839.

49.	Jones JL, Anderson JM, Phuah CL, Fox EJ, Selmaj K, et al. (2010) Improvement 
in disability after alemtuzumab treatment of multiple sclerosis is associated with 
neuroprotective autoimmunity. Brain 133: 2232-2247.

50.	Linker RA, Lee DH, Ryan S, van Dam AM, Conrad R, et al. (2011) Fumaric acid 
esters exert neuroprotective effects in neuroinflammation via activation of the 
Nrf2 antioxidant pathway. Brain 134: 678-692.

51.	Fox RJ, Kita M, Cohan SL, Henson LJ, Zambrano J, et al. (2014) BG-12 
(dimethyl fumarate): a review of mechanism of action, efficacy, and safety. Curr 
Med Res Opin 30: 251-262.

52.	Zhornitsky S, Wee Yong V, Koch MW, Mackie A, Potvin S, et al. (2013) 
Quetiapine fumarate for the treatment of multiple sclerosis: focus on myelin 
repair. CNS Neurosci Ther 19: 737-744.

53.	Xiao L, Xu H, Zhang Y, Wei Z, He J, et al. (2008) Quetiapine facilitates 
oligodendrocyte development and prevents mice from myelin breakdown and 
behavioral changes. Mol Psychiatry 13: 697-708. 

54.	Mei F, Guo S, He Y, Wang L, Wang H, et al. (2012) Quetiapine, an atypical 
antipsychotic, is protective against autoimmune-mediated demyelination by 
inhibiting effector T cell proliferation. PLoS One 7: e42746.

55.	Zhang Y, Zhang H, Wang L, Jiang W, Xu H, et al. (2012) Quetiapine enhances 
oligodendrocyte regeneration and myelin repair after cuprizone-induced 
demyelination. Schizophr Res 138: 8-17.

56.	Jolivel V, Luessi F, Masri J, Kraus SH, Hubo M, et al. (2013) Modulation of 
dendritic cell properties by laquinimod as a mechanism for modulating multiple 
sclerosis. Brain 136: 1048-1066.

57.	Brunmark C, Runstrom A, Ohlsson L, Sparre B, Brodin T, et al. (2002) The new 
orally active immunoregulator laquinimod (ABR-215062) effectively inhibits 
development and relapses of experimental autoimmune encephalomyelitis. J 
Neuroimmunol 130: 163-172. 

58.	Suhs KW, Diem R (2007) Effects of laquinimod on axon degeneration in 
autoimmune optic neuritis. MultScler 13: S7-S273. 

59.	Yang JS, Xu LY, Xiao BG, Hedlund G, Link H (2004) Laquinimod (ABR-215062) 
suppresses the development of experimental autoimmune encephalomyelitis, 
modulates the Th1/Th2 balance and induces the Th3 cytokine TGF-beta in 
Lewis rats. J Neuroimmunol 156: 3-9.

60.	Aharoni R, Saada R, Eliam R, Hayardeny L, Sela M, et al.(2012). Oral treatment 
with laquinimod augments regulatory T-cells and brain-derived neurotrophic 
factor expression and reduces injury in the CNS of mice with experimental 
autoimmune encephalomyelitis. J Neuroimmunol 251: 14-24. 

61.	Comi G, Pulizzi A, Rovaris M, Abramsky O, Arbizu T, et al. (2008) Effect of 
laquinimod on MRI-monitored disease activity in patients with relapsing-
remitting multiple sclerosis: a multicentre, randomised, double-blind, placebo-
controlled phase IIb study. Lancet 371: 2085-2092.

62.	Zhao T, Yan W, Xu K, Qi Y, Dai X, et al. (2013) Combined treatment with 
platelet-rich plasma and brain-derived neurotrophic factor-overexpressing 
bone marrow stromal cells supports axonal remyelination in a rat spinal cord 
hemi-section model. Cytotherapy 15: 792-804. 

63.	Sim FJ, Zhao C, Penderis J, Franklin RJ (2002) The age-related decrease 
in CNS remyelination efficiency is attributable to an impairment of both 
oligodendrocyte progenitor recruitment and differentiation. J Neurosci 22: 
2451-2459.

64.	Zhao C, Li WW, Franklin RJ (2006) Differences in the early inflammatory 
responses to toxin-induced demyelination are associated with the age-related 
decline in CNS remyelination. Neurobiol Aging 27: 1298-1307.

65.	Hinks GL, Franklin RJ (2000) Delayed changes in growth factor gene expression 
during slow remyelination in the CNS of aged rats. Mol Cell Neurosci 16: 542-
556.

66.	Conboy IM, Conboy MJ, Wagers AJ, Girma ER, Weissman IL, et al. (2005) 
Rejuvenation of aged progenitor cells by exposure to a young systemic 
environment. Nature 433: 760-764.

67.	Chari DM, Blakemore WF (2002) Efficient recolonisation of progenitor-depleted 
areas of the CNS by adult oligodendrocyte progenitor cells. Glia 37: 307-313.

68.	Williams A, Piaton G, Aigrot MS, Belhadi A, Théaudin M, et al. (2007) 
Semaphorin 3A and 3F: key players in myelin repair in multiple sclerosis? Brain 
130: 2554-2565.

69.	Niehaus A, Shi J, Grzenkowski M, Diers-Fenger M, Archelos J, et al. (2000) 
Patients with active relapsing-remitting multiple sclerosis synthesize antibodies 
recognizing oligodendrocyte progenitor cell surface protein: implications for 
remyelination. Ann Neurol 48: 362-371. 

70.	Chang A, Tourtellotte WW, Rudick R, Trapp BD (2002) Premyelinating 
oligodendrocytes in chronic lesions of multiple sclerosis. N Engl J Med 346: 
165-173.

71.	Kuhlmann T, Miron V, Cui Q, Wegner C, Antel J, et al. (2008) Differentiation 
block of oligodendroglial progenitor cells as a cause for remyelination failure in 
chronic multiple sclerosis. Brain 131: 1749-1758.

72.	Wolswijk G (1998) Chronic stage multiple sclerosis lesions contain a relatively 
quiescent population of oligodendrocyte precursor cells. J Neurosci 18: 601-
609.

73.	John GR, Shankar SL, Shafit-Zagardo B, Massimi A, Lee SC, et al. (2002) 
Multiple sclerosis: re-expression of a developmental pathway that restricts 
oligodendrocyte maturation. Nat Med 8: 1115-1121.

74.	Zhang Y, Argaw AT, Gurfein BT, Zameer A, Snyder BJ, et al. (2009) Notch1 
signaling plays a role in regulating precursor differentiation during CNS 
remyelination. Proc Natl Acad Sci U S A 106: 19162-19167.

75.	Charles P, Hernandez MP, Stankoff B, Aigrot MS, Colin C, et al. (2000) Negative 
regulation of central nervous system myelination by polysialylated-neural cell 
adhesion molecule. Proc Natl Acad Sci U S A 97: 7585-7590.

76.	Williams A, Piaton G, Lubetzki C (2007) Astrocytes--friends or foes in multiple 
sclerosis? Glia 55: 1300-1312.

http://www.ncbi.nlm.nih.gov/pubmed/14567914
http://www.ncbi.nlm.nih.gov/pubmed/14567914
http://www.ncbi.nlm.nih.gov/pubmed/14567914
http://www.ncbi.nlm.nih.gov/pubmed/9697852
http://www.ncbi.nlm.nih.gov/pubmed/9697852
http://www.ncbi.nlm.nih.gov/pubmed/16805844
http://www.ncbi.nlm.nih.gov/pubmed/16805844
http://www.ncbi.nlm.nih.gov/pubmed/16805844
http://www.ncbi.nlm.nih.gov/pubmed/21131950
http://www.ncbi.nlm.nih.gov/pubmed/21131950
http://www.ncbi.nlm.nih.gov/pubmed/21131950
http://www.ncbi.nlm.nih.gov/pubmed/20534485
http://www.ncbi.nlm.nih.gov/pubmed/20534485
http://www.ncbi.nlm.nih.gov/pubmed/20534485
http://www.ncbi.nlm.nih.gov/pubmed/17722066
http://www.ncbi.nlm.nih.gov/pubmed/17722066
http://www.ncbi.nlm.nih.gov/pubmed/17722066
http://www.ncbi.nlm.nih.gov/pubmed/17722066
http://www.ncbi.nlm.nih.gov/pubmed/20534434
http://www.ncbi.nlm.nih.gov/pubmed/20534434
http://www.ncbi.nlm.nih.gov/pubmed/20534434
http://www.ncbi.nlm.nih.gov/pubmed/17726159
http://www.ncbi.nlm.nih.gov/pubmed/17726159
http://www.ncbi.nlm.nih.gov/pubmed/17726159
http://www.ncbi.nlm.nih.gov/pubmed/17726159
http://www.ncbi.nlm.nih.gov/pubmed/17726159
http://www.ncbi.nlm.nih.gov/pubmed/17726159
http://www.ncbi.nlm.nih.gov/pubmed/21740973
http://www.ncbi.nlm.nih.gov/pubmed/21740973
http://www.ncbi.nlm.nih.gov/pubmed/21740973
http://www.ncbi.nlm.nih.gov/pubmed/21571593
http://www.ncbi.nlm.nih.gov/pubmed/21571593
http://www.ncbi.nlm.nih.gov/pubmed/21571593
http://www.ncbi.nlm.nih.gov/pubmed/23122652
http://www.ncbi.nlm.nih.gov/pubmed/23122652
http://www.ncbi.nlm.nih.gov/pubmed/23122652
http://www.ncbi.nlm.nih.gov/pubmed/23122652
http://www.ncbi.nlm.nih.gov/pubmed/23122650
http://www.ncbi.nlm.nih.gov/pubmed/23122650
http://www.ncbi.nlm.nih.gov/pubmed/23122650
http://www.ncbi.nlm.nih.gov/pubmed/23122650
http://www.ncbi.nlm.nih.gov/pubmed/20659956
http://www.ncbi.nlm.nih.gov/pubmed/20659956
http://www.ncbi.nlm.nih.gov/pubmed/20659956
http://www.ncbi.nlm.nih.gov/pubmed/21354971
http://www.ncbi.nlm.nih.gov/pubmed/21354971
http://www.ncbi.nlm.nih.gov/pubmed/21354971
http://www.ncbi.nlm.nih.gov/pubmed/24131282
http://www.ncbi.nlm.nih.gov/pubmed/24131282
http://www.ncbi.nlm.nih.gov/pubmed/24131282
http://www.ncbi.nlm.nih.gov/pubmed/23870612
http://www.ncbi.nlm.nih.gov/pubmed/23870612
http://www.ncbi.nlm.nih.gov/pubmed/23870612
http://www.ncbi.nlm.nih.gov/pubmed/17684494
http://www.ncbi.nlm.nih.gov/pubmed/17684494
http://www.ncbi.nlm.nih.gov/pubmed/17684494
http://www.ncbi.nlm.nih.gov/pubmed/22912731
http://www.ncbi.nlm.nih.gov/pubmed/22912731
http://www.ncbi.nlm.nih.gov/pubmed/22912731
http://www.ncbi.nlm.nih.gov/pubmed/22555017
http://www.ncbi.nlm.nih.gov/pubmed/22555017
http://www.ncbi.nlm.nih.gov/pubmed/22555017
http://www.ncbi.nlm.nih.gov/pubmed/23518712
http://www.ncbi.nlm.nih.gov/pubmed/23518712
http://www.ncbi.nlm.nih.gov/pubmed/23518712
http://www.ncbi.nlm.nih.gov/pubmed/12225898
http://www.ncbi.nlm.nih.gov/pubmed/12225898
http://www.ncbi.nlm.nih.gov/pubmed/12225898
http://www.ncbi.nlm.nih.gov/pubmed/12225898
http://www.ncbi.nlm.nih.gov/pubmed/15465591
http://www.ncbi.nlm.nih.gov/pubmed/15465591
http://www.ncbi.nlm.nih.gov/pubmed/15465591
http://www.ncbi.nlm.nih.gov/pubmed/15465591
http://www.ncbi.nlm.nih.gov/pubmed/22749337
http://www.ncbi.nlm.nih.gov/pubmed/22749337
http://www.ncbi.nlm.nih.gov/pubmed/22749337
http://www.ncbi.nlm.nih.gov/pubmed/22749337
http://www.ncbi.nlm.nih.gov/pubmed/18572078
http://www.ncbi.nlm.nih.gov/pubmed/18572078
http://www.ncbi.nlm.nih.gov/pubmed/18572078
http://www.ncbi.nlm.nih.gov/pubmed/18572078
mailto:http://www.ncbi.nlm.nih.gov/pubmed/23731762
mailto:http://www.ncbi.nlm.nih.gov/pubmed/23731762
mailto:http://www.ncbi.nlm.nih.gov/pubmed/23731762
mailto:http://www.ncbi.nlm.nih.gov/pubmed/23731762
http://www.ncbi.nlm.nih.gov/pubmed/11923409
http://www.ncbi.nlm.nih.gov/pubmed/11923409
http://www.ncbi.nlm.nih.gov/pubmed/11923409
http://www.ncbi.nlm.nih.gov/pubmed/11923409
http://www.ncbi.nlm.nih.gov/pubmed/16051398
http://www.ncbi.nlm.nih.gov/pubmed/16051398
http://www.ncbi.nlm.nih.gov/pubmed/16051398
http://www.ncbi.nlm.nih.gov/pubmed/11083917
http://www.ncbi.nlm.nih.gov/pubmed/11083917
http://www.ncbi.nlm.nih.gov/pubmed/11083917
http://www.ncbi.nlm.nih.gov/pubmed/15716955
http://www.ncbi.nlm.nih.gov/pubmed/15716955
http://www.ncbi.nlm.nih.gov/pubmed/15716955
http://www.ncbi.nlm.nih.gov/pubmed/11870870
http://www.ncbi.nlm.nih.gov/pubmed/11870870
http://www.ncbi.nlm.nih.gov/pubmed/17855378
http://www.ncbi.nlm.nih.gov/pubmed/17855378
http://www.ncbi.nlm.nih.gov/pubmed/17855378
mailto:http://www.ncbi.nlm.nih.gov/pubmed/10976643
mailto:http://www.ncbi.nlm.nih.gov/pubmed/10976643
mailto:http://www.ncbi.nlm.nih.gov/pubmed/10976643
mailto:http://www.ncbi.nlm.nih.gov/pubmed/10976643
http://www.ncbi.nlm.nih.gov/pubmed/11796850
http://www.ncbi.nlm.nih.gov/pubmed/11796850
http://www.ncbi.nlm.nih.gov/pubmed/11796850
http://www.ncbi.nlm.nih.gov/pubmed/18515322
http://www.ncbi.nlm.nih.gov/pubmed/18515322
http://www.ncbi.nlm.nih.gov/pubmed/18515322
http://www.ncbi.nlm.nih.gov/pubmed/9425002
http://www.ncbi.nlm.nih.gov/pubmed/9425002
http://www.ncbi.nlm.nih.gov/pubmed/9425002
http://www.ncbi.nlm.nih.gov/pubmed/12357247
http://www.ncbi.nlm.nih.gov/pubmed/12357247
http://www.ncbi.nlm.nih.gov/pubmed/12357247
http://www.ncbi.nlm.nih.gov/pubmed/19855010
http://www.ncbi.nlm.nih.gov/pubmed/19855010
http://www.ncbi.nlm.nih.gov/pubmed/19855010
http://www.ncbi.nlm.nih.gov/pubmed/10840047
http://www.ncbi.nlm.nih.gov/pubmed/10840047
http://www.ncbi.nlm.nih.gov/pubmed/10840047
http://www.ncbi.nlm.nih.gov/pubmed/17626262
http://www.ncbi.nlm.nih.gov/pubmed/17626262

	Title
	Corresponding author
	Abstract 
	Keywords
	Introduction
	Does it Make Sense to Think about Remyelination as a Therapeutic Strategy in Multiple Sclerosis?
	Remyelination in Multiple Sclerosis: Understanding the Mechanisms and Identifying Opportunities for 
	Why does Intrinsic Remyelination Fail?
	Future Challenges
	Conclusion
	Figure 1
	Table 1
	References

