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Description

[0001] The present invention relates to a (poly)peptide having Epidermal Growth Factor (EGF)-activity or a nucleic
acid encoding said (poly)peptide for use in treating or preventing a demyelinating and/or neurodegenerating disorder,
wherein the (poly)peptide (a) comprises or consists of the amino acid sequence of SEQ ID NO: 1; and/or (b) comprises
or consists of an amino acid sequence, which is at least 66% identical to the amino acid sequence of SEQ ID NO: 1;
and/or (c) comprises or consists of a fragment of (a) or (b); and wherein the (poly)peptide or nucleic acid is the only
pharmaceutically active agent to be administered.
[0002] In this specification, a number of documents including patent applications and manufacturer’s manuals are
cited. The disclosure of these documents, while not considered relevant for the patentability of this invention, is herewith
incorporated by reference in its entirety. More specifically, all referenced documents are incorporated by reference to
the same extent as if each individual document was specifically and individually indicated to be incorporated by reference.
[0003] Demyelinating disorders encompass a broad range of pathologies in which myelin, the lipid substance that
forms an insulating sheath around nerve fibers (axons), is damaged, lost, or exhibits impaired growth or development.
As myelination is critical for the rapid conduction of nerve impulses throughout the nervous system, demyelination causes
a breakdown in conduction and results in various functional impairments. In absence of a functional myelin sheath, nerve
impulses cannot be properly transmitted - they either travel too slowly or not at all. Axons that have been demyelinated
(e.g. upon chronic demyelination) tend to atrophy and may eventually degenerate, leading to nerve cell death (Love S.
J Clin Pathol. (2006);59(11):1151-9). There are also neurodegenerating disorders, which are commonly hold distinct
from classical demyelinating disorders, in which axonal degradation occurs first and degradation of myelin is secondary.
[0004] Subjects suffering from demyelinating and/or neurodegenerating disorders may experience muscle weakness,
loss of sensation, impaired vision, impaired cognition, ataxia, and paralysis, among other symptoms. Signs and symptoms
can range from relatively mild to profound, producing severe reductions in quality of life and possibly death. Current
standards for treating certain demyelinating and/or neurodegenerating disorders, such as multiple sclerosis (MS), are
mostly based on either immune suppression or immune modulation, primarily affecting the rate of disease progression,
and typically have no direct effects on nerve repair (e.g. remyelination).
[0005] Thus, there is a need for new therapeutic approaches for the treatment of demyelinating and/or neurodegen-
erating disorders, in particular for preventing demyelination or promoting remyelination. The present invention addresses
this need, and provides related advantages as well.
[0006] Hence, the present invention relates in a first aspect to a (poly)peptide having Epidermal Growth Factor
(EGF)-activity or a nucleic acid encoding said (poly)peptide for use in treating or preventing a demyelinating and/or
neurodegenerating disorder, wherein the (poly)peptide (a) comprises or consists of the amino acid sequence of SEQ
ID NO: 1; and/or (b) comprises or consists of an amino acid sequence, which is at least 66% identical to the amino acid
sequence of SEQ ID NO: 1; and/or (c) comprises or consists of a fragment of (a) or (b); and wherein the (poly)peptide
or nucleic acid is the only pharmaceutically active agent to be administered.
[0007] The term "(poly)peptide" in accordance with the present invention describes a group of molecules which com-
prises the group of peptides, consisting of up to 30 amino acids, as well as the group of polypeptides, also referred to
as proteins, consisting of more than 30 amino acids. The term "fragment of the (poly)peptide" in accordance with the
present invention refers to a portion of the (poly)peptide comprising at least the amino acid residues necessary to maintain
the biological activity of the (poly)peptide. (Poly)peptides may further form dimers, trimers and higher oligomers, i.e.
consisting of more than one (poly)peptide molecule. (Poly)peptide molecules forming such dimers, trimers etc. may be
identical or non-identical. The corresponding higher order structures are, consequently, termed homo- or heterodimers,
homo- or heterotrimers etc. Homo- or heterodimers etc. also fall under the definition of the term "(poly)peptide". The
terms "(poly)peptide" and "protein", used interchangeably herein, also refer to chemically modified (poly)peptides.
[0008] Chemical modifications encompassed herein include any covalent modification (i.e. including natural modifi-
cations, e.g. post-translational modifications) that may alter, preferably improve, the pharmacological and/or pharma-
codynamic properties of the (poly)peptide, i.e., the modification may be effected e.g. by glycosylation, acetylation, phos-
phorylation and the like. (Poly)peptides which are albuminated (covalent attachment of albumin) or PEGylated (i.e.,
covalent attachment of polyethylene glycol polymer chains) are also encompassed by the present invention. The skilled
person is aware of suitable methods to introduce one or more of these modifications.
[0009] The term "altered pharmacological and/or pharmacodynamic properties" as used herein refers, for example,
but not limited to, altered oral bioavailability, pharmacokinetics (e.g. increased or decreased affinity to EGFR), distribution,
targeting capability, serum half-life, solubility, stability (e.g. thermal stability, proteolytic, stability etc.), tissue penetration,
and/or blood-brain barrier penetration, as compared to the unmodified (poly)peptide.
[0010] Thus, the (poly)peptides provided herein can contain one or more modifications that introduces one or more
glycosylation sites compared to the unmodified (poly)peptide. In some examples, the glycosylation sites are selected
from among, N-, O- and S-glycosylation sites. In one example, one or more N-glycosylation sites are introduced compared
to the unmodified (poly)peptide.
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[0011] Furthermore, peptidomimetics of such (poly)peptides, where amino acid(s) and/or peptide bond(s) have been
replaced by functional analogues, are also encompassed by the invention. Such functional analogues include all known
amino acids other than the 20 genetically-encoded amino acids, such as selenocysteine and pyrrolysine.
[0012] The term "nucleic acid" as used herein can be interchangeably used with the terms "nucleic acid molecule" or
"polynucleotide", in accordance with the present invention, includes DNA, such as cDNA or genomic DNA, and RNA. It
is understood that the term "RNA" as used herein comprises all forms of RNA including mRNA.
[0013] EGF was discovered by Dr. Stanley Cohen more than half a century ago and it represents the prototypical
member of a family of peptide growth factors that activate the EGF receptors. EGF represents the prototype of the group
I EGF family that also includes transforming growth factor (TGF)-α, heparin-binding EGF (HB-EGF), amphiregulin,
betacellulin, epiregulin and epigen (Zeng F & Harris RC, Semin Cell Dev Biol. (2014);28:2-11).
[0014] EGF binds to a specific receptor, Epidermal Growth Factor Receptor (EGFR), also known as ErbB1/HER1,
that belongs to the epidermal growth factor (EGF) family of receptor tyrosine kinases (RTKs) also called ErbB or HER
family of receptors, which also includes ErbB2/HER2/Neu, ErbB3/HER3, and ErbB4/HER4 (Wee P, Wang Z, Cancers
(Basel) (2017);9(5):52; Wieduwilt MJ, Moasser MM., Cell Mol Life Sci. (2008);65(10):1566-84).
[0015] EGFR is a single-chain transmembrane glycoprotein, which comprises an extracellular ligand-binding ectodo-
main, a transmembrane domain, a short juxtamembrane section, a tyrosine kinase domain and a tyrosine-containing
C-terminal tail. Binding of soluble EGF to the ectodomain of its receptor (EGFR) promotes homodimer formation between
EGFR receptors. EGFR may, upon EGF binding, also pair with another member of the ErbB receptor family to form a
heterodimer. Receptor dimerization is essential for activation of the intracellular tyrosine kinase domain and phosphor-
ylation of the C-terminal tail. Phosphotyrosine residues then activate, either directly or through adaptor proteins, down-
stream components of signaling pathways including Ras/MAPK, PLCγ1/PKC, PI(3)kinase/Akt, and STAT pathways
(Wieduwilt MJ, Moasser MM., Cell Mol Life Sci. (2008);65(10):1566-84).
[0016] In accordance with the present invention, the specified requirement that the (poly)peptide has "Epidermal growth
factor (EGF) activity" is to be understood that the polypeptide must maintain its capacity to bind EGFR and to activate
its signalling. Multiple tests are known in the art that can be employed for assessing the presence or absence of EGF
activity of a candidate (poly)peptide, for example, by assessing its capacity to induce proliferation of mouse fibroblast
cell lines BALB/3T3, i.e., by assessing the growth response of these cells in response to various amounts of candidate
(poly)peptide (Brown KD & Holley RW, J Cell Physiol. (1979); 100(1):139-46).
[0017] Alternatively, suitable (poly)peptides in accordance with the present invention having "Epidermal growth factor
(EGF) activity" can be identified by assessing their capacity to prevent demyelination and/or to induce amelioration of
the clinical course of a demyelinating and/or neurodegenerating disease (e.g. by using animal models for demyelinating
and/or neurodegenerating disorders, such as the MOG-induced EAE mouse model as described herein, and evaluating
the clinical course of the disease using the evaluation criteria as described herein (see Examples 1 and 2)). Similarly,
suitable (poly)peptides having "EGF activity" can also be identified using the herein described animal model and detecting
or assessing the degree of inflammation or demyelination using histological (histopathological) analyses (see Examples
1 and 2).
[0018] It is further understood that the (poly)peptide according to the first aspect of the invention is preferably soluble,
i.e., not membrane anchored (e.g. by having an integral transmembrane domain).
[0019] Structurally, EGF is a 6.2-kDa single-chain polypeptide of 53 amino acids that has six conserved cysteines
which form three intramolecular disulfide bonds, with the following pairing: C6-C20, C14-C31, and C33-C42 (C, cysteine;
numbering according to the amino acid sequence of human EGF). EGF is initially synthesized as a transmembrane
glycoprotein precursor (prepro-EGF), and then proteolytically processed to mature EGF protein.
[0020] In accordance with the present invention, the (poly)peptide having Epidermal growth factor (EGF)-activity is,
or is derived from, SEQ ID NO: 1 (NSDSECPLSHDGYCLHDGVCMYIEALDKYACNCVVG YIGERCQYRDLKWWELR),
which corresponds to the amino acid sequence (amino acid residues 1 to 53) of mature human EGF, corresponding to
the amino acid residues 971 to 1023 of the prepro-precursor of human EGF (numbering of prepro-EGF according to
UniProt Database entry: P01133-1; February 15, 2019 (see https://www.uniprot.org/uniprot/P01133)).
[0021] The term "percent (%) sequence identity" in accordance with the present invention describes the number of
matches ("hits") of identical nucleotides/amino acids of two or more aligned nucleic acid or amino acid sequences as
compared to the number of nucleotides or amino acid residues making up the overall length of the template nucleic acid
or amino acid sequences. In other terms, using an alignment, for two or more sequences or subsequences the percentage
of amino acid residues or nucleotides that are the same (e.g. 70%, 75%, 80%, 85%, 90% or 95% identity) may be
determined, when the (sub)sequences are compared and aligned for maximum correspondence over a window of
comparison, or over a designated region as measured using a sequence comparison algorithm as known in the art, or
when manually aligned and visually inspected. This definition also applies to the complement of any sequence to be
aligned.
[0022] Nucleotide and amino acid sequence analysis and alignment in connection with the present invention are
preferably carried out using the NCBI BLAST algorithm (Stephen F. Altschul, Thomas L. Madden, Alejandro A. Schaffer,
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Jinghui Zhang, Zheng Zhang, Webb Miller, and David J. Lipman (1997), Nucleic Acids Res. 25:3389-3402). BLAST can
be used for nucleotide sequences (nucleotide BLAST) and amino acid sequences (protein BLAST). The skilled person
is aware of additional suitable programs to align nucleic acid sequences.
[0023] In accordance with the present invention, a "demyelinating disorder" is a condition in which the myelin sheath
which surrounds neurons in nervous tissue is lost or damaged, leading to axonal degeneration and impaired signal
transduction in the affected nerves. Examples of demyelinating diseases include multiple sclerosis (MS), transverse
myelitis, Guillain-Barré syndrome (GBS), optic neuritis, neuromyelitis optica, acute disseminated encephalomyelitis,
adrenoleukodystrophy, adrenomyelomeuropathy, idiopathic inflammatory demyelinating disease, central pontine mye-
lolysis, and progressive multifocal leukoencephalopathy.
[0024] By "neurodegenerative disorder" is meant any disease or disorder caused by or associated with the deterioration
of cells or tissues of the nervous system. Exemplary neurodegenerative disorders are polyglutamine expansion disorders
(e.g., HD, dentatorubropallidoluysian atrophy, Kennedy’s disease (also referred to as spinobulbar muscular atrophy),
and spinocerebellar ataxia (e.g., type 1, type 2, type 3 (also referred to as Machado-Joseph disease), type 6, type 7,
and type 17)), other trinucleotide repeat expansion disorders (e.g., fragile X syndrome, fragile XE mental retardation,
Friedreich’s ataxia, myotonic dystrophy, spinocerebellar ataxia type 8, and spinocerebellar ataxia type 12), Alexander
disease, Alper’s disease, Alzheimer disease (AD), amyotrophic lateral sclerosis, ataxia telangiectasia, Batten disease
(also referred to as Spielmeyer-Vogt-Sjögren-Batten disease), Canavan disease, Cockayne syndrome, corticobasal
degeneration, Creutzfeldt-Jakob disease, ischemia stroke, Krabbe disease, Lewy body dementia, multiple sclerosis
(MS), multiple system atrophy, Parkinson’s disease, Pelizaeus-Merzbacher disease, Pick’s disease, primary lateral
sclerosis, Refsum’s disease, Sandhoff disease, Schilder’s disease, spinal cord injury, spinal muscular atrophy, Steele-
Richardson-Olszewski disease, and Tabes dorsalis.
[0025] The term "disorder", as used herein, refers to any condition or disease or pathology (in particular, neuropathy
and/or polyneuropathy) that would benefit from, or could be prevented by, the treatment according to the first aspect of
the invention. Multiple sclerosis (MS) and many neurodegenerative disorders are diagnosed by clinical evaluation,
specific neurologic tests allowing determination of scores on clinical scales plus magnetic resonance imaging (MRI) of
the brain. For peripheral neuropathies, clinical signs and scores on clinical scales completed by laboratory assessment
such as nerve conductivity are needed.
[0026] Human EGF shares 70%, 70%, 83%, and 66% amino acid sequence identity with mouse, rat, porcine and
horse EGF, respectively. As shown in the examples of the present invention, recombinant human EGF (Sigma Aldrich,
Milan, Italy) having the amino acid sequence of SEQ ID NO: 1 proved to be effective in the experimental murine animal
model (see Examples 1 and 2). It is hence expected that (poly)peptides having, or being derived from, the amino acid
sequence of murine EGF, or of any other (poly)peptide having at least 66% identity to human EGF (SEQ ID NO: 1), will
also possess the described beneficial EGF-activity, when administered to a human or other mammalian subject.
[0027] Thus, the (poly)peptide according to item (b) of the first aspect of the invention comprises or consists of an
amino acid sequence, which is at least 66% identical to the amino acid sequence of SEQ ID NO: 1. In a preferred
embodiment, the (poly)peptide according to item (b) of the first aspect of the present invention comprises or consists of
an amino acid sequence which is at least 70% identical, more preferably at least 80% identical, even more preferably
at least 90% identical, and most preferred at least 95% identical to the amino acid sequence of SEQ ID NO: 1. However,
also envisaged by the invention are with increasing preference sequence identities of at least 97.5%, at least 98.5%, at
least 99%, at least 99.5%, at least 99.8%, and 100 %.
[0028] The fragment according to item (c) of the first aspect of the invention consists, with increasing preference, of
at least 17, at least 20, at least 33, or at least 35, and even more preferred of least 40, and most preferred of at least
45 amino acids. It is self-explanatory that the fragments encompassed by the present invention also have EGF-activity
in accordance with the definition of the term "EGF-activity" provided herein above. For example, in WO1992/003476,
various peptides and peptide analogs having biological activity comparable to that of native human EGF and having the
amino acid sequences of, or similar to that of, native human EGF amino acid residues 32 to 48 (corresponding to SEQ
ID NO: 2 (NCVVGYIGERCQYRDLK)) are described.
[0029] It is known that EGF and the other members of the group I EGF family (including TGF-α, HB-EGF, amphiregulin,
betacellulin, epiregulin and epigen) each comprise six conserved cysteine residues, one conserved glycine and one
conserved arginine in the following pattern: CX7CX3-5CX10-12CXCX5GXRC (C, cysteine; G, glycine; R, arginine; X, other
amino acids), wherein the cysteines form three intramolecular disulfide bonds with the following pairing C1-C3, C2-C4
and C5-C6 (numbered according to their order in the sequence) (Zeng F & Harris RC.; Semin Cell Dev Biol.
(2014);28:2-11).
[0030] Thus, in a more preferred embodiment of the first aspect of the invention (i) the amino acid sequence according
to item (b) of the first aspect of the invention which is at least 66% identical to the amino acid sequence of SEQ ID NO:
1, and/or (ii) the fragment according to item (c) of the first aspect of the invention consisting of at least 35 amino acids,
comprises six cysteines, one glycine and one arginine in the following pattern: CX7CX3-5CX10-12CXCX5GXRC (C,
cysteine; G, glycine; R, arginine; X, any other amino acid than cysteine), wherein the cysteines are involved in three
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intramolecular disulfide bonds with the following pairing: C1-C3, C2-C4 and C5-C6 (numbered according to their order in
the sequence), as present in wild-type EGF (SEQ ID NO: 1).
[0031] In an even more preferred embodiment of the first aspect of the invention (i) the amino acid sequence according
to item (b) of the first aspect of the invention which is at least 66% identical to the amino acid sequence of SEQ ID NO:
1, and/or (ii) the fragment according to item (c) of the first aspect of the invention consisting of at least 35 amino acids,
comprises six cysteines, one glycine and one arginine in the following pattern: CX7CX5CX10CXCX5GXRC (C, cysteine;
G, glycine; R, arginine; X, any other amino acid than cysteine), wherein the cysteines are involved in three intramolecular
disulfide bonds with the following pairing: C1-C3, C2-C4 and C5-C6 (numbered according to their order in the sequence),
as present in wild-type EGF (SEQ ID NO: 1).
[0032] By the specification that the (poly)peptide or nucleic acid "is the only pharmaceutically active agent to be
administered", in accordance with the first aspect of the present invention, it is in particular excluded that any one or
more of growth hormone releasing peptide-6 (GHRP-6), tumor necrosis factor (TNF)-α, cobalamin and/or leukaemia
inhibitory factor (LIF) is/are administered together with the polypeptide according to the present invention. This exclusion
also applies to nucleic acids encoding one or more of GHRP-6, LIF and/or TNF-α.
[0033] EGFR is a tyrosine kinase that is commonly upregulated in cancers such as in non-small-cell lung cancer,
metastatic colorectal cancer, glioblastoma, head and neck cancer, pancreatic cancer, and breast cancer. Due to its
capacity to induce cell proliferation, while inhibiting apoptosis, the EGF/EGFR signaling system has been classically
identified as pro-oncogenic. This has led to the development of specific inhibitors (such as monoclonal antibodies (mAbs))
of either EGF, or its receptors, that are currently used for the treatment of certain forms of cancers such as breast cancer
and colorectal cancer.
[0034] Due to its pleiotropic effects, EGF has attracted attention as to the possibility that a dysregulated expression
of this peptide and/or its receptor may also be implicated in other (non-neoplastic) conditions, including immunoinflam-
matory and autoimmune diseases. Much interest has been devoted to studying the role of EGF in the development and
progression of multiple sclerosis (MS) that is a prototypical neuroinflammatory disease characterized by demyelination
and often followed by neurodegeneration.
[0035] For example, EGF was suggested to be one of several other factors contributing to myelin maintenance (Sca-
labrino G, et al., (2014), Int J Biochem Cell Biol.;55:232-41). Moreover, it was reported that EGF stimulates oligodendro-
cytes (ODC) process formation (Chandran S, et al., Glia. (1998);24(4):382-9; Pfeiffer SE, et al., Trends Cell Biol.
(1993);3(6):191-7), especially after a CNS injury (Knapp PE, et al., Exp Cell Res. (2004) 10;296(2):135-44) and that
EGF when administrated immediately after neonatal mouse brain injury enhances ODC proliferation from progenitor
cells (Scafidi J, et al., Nature (2014);506(7487):230-4). In addition, it was reported that EGF treatment increases the
ODC number derived from subventricular zone type B-cells after a lysolecithin-induced demyelination of mouse corpus
callosum (Gonzalez-Perez O, et al., Stem Cells. (2009);27(8):2032-43). In another study, genetic polymorphisms in the
EGF and Tyk2 genes were identified as potential determinants of CNS repair (Bieber AJ, et al., Proc Natl Acad Sci U S
A. (2010);107(2):792-7). Moreover, EGF was reported to act as mediator of the myelinotrophic action of cobalamin
(Scalabrino G, et al., Epidermal growth factor as a local mediator of the neurotrophic action of vitamin B(12) (cobalamin)
in the rat central nervous system, FASEB J. (1999);13(14):2083-90); and a different study reported that repeated intrac-
erebroventricular (ICV) microinjections of specific anti-EGF antibodies induce myelin lesions of the white matter of the
spinal cord in normal rats (Scalabrino G, et al., J Neuropathol Exp Neurol. (2000);59(9):808-14).
[0036] Several other studies revealed that EGF together with a variety of other factors is aberrantly expressed in
demyelinating disease conditions. For example, one study reported that mRNA levels of EGF and various other growth
factors are increased in the CNS of mice during remyelination after cuprizone-induced demyelination (Gudi V, et al.
PLoS One. 2011;6(7):e22623). A further study reported decreased levels of EGF and of tumor necrosis factor (TNF)-α
and increased levels of cobalamin (Cbl) in cerebrospinal fluid (CSF) (but not in serum) of MS patients (Scalabrino G, et
al.; Brain Res. 2010 May 28;1333:64-71). A subsequent study reported decreased levels of EGF, Cbl and normal cellular
prions (PrP(C)s) in spinal cord (SC) samples from MS patients (Scalabrino G., et al., Neuroscience (2015), 298:293-301).
A more recent study reported that blood levels of EGF (and of the β-chemokine MIP-1β/CCL4) are significantly decreased
in patients with secondary progressive (SP) MS with respect to patients with relapsing-remitting (RR) MS, and suggested
EGF together with MIP-1β/CCL4 as protective factors for developing progressive clinical forms of MS (Tejera-Alhambra
M, et al., PLoS One (2015);10(6):e0128952).
[0037] In conclusion of these earlier reports, EGF was generally considered as being only one factor within an intricate
network of multiple other factors collectively implicated and orchestrating the underlying processes of myelination and
dysregulated in demyelinating diseases. However, none of these studies has considered the possibility, or even proven,
that EGF may be effective in preventing demyelination and promoting remyelination already when administered alone.
[0038] In fact, several preclinical studies questioned or contradicted a potential neuroprotective role of EGF. Most
strikingly, in one study, the course of MOG-induced EAE was ameliorated upon treatment with a specific anti-EGF
antibody (Ab) (Amir-Levy Y, et al., Mult Scler Int. (2014);2014:926134). In another study, exogenously-administered
EGF was only capable of ameliorating the course of experimental autoimmune encephalomyelitis (EAE), in Lewis rat
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when administered in a combined treatment with growth hormone-releasing peptide-6 (GHRP-6) (del Barco DG, et al.,
J. Restor Neurol Neurosci. (2011);29(4):243-52; and EP1870106A2). This dependency was explained by the applicants
of EP1870106A2 by a synergic effect between EGF and GHRP-6 (cf. paragraph [0019] in EP1870106A2). Notably, upon
administration of either EGF or GHRP-6 alone, no effect was observed as compared to treatment with placebo (cf.
paragraph [0029] and table 1 of EP1870106A2). It should, however, be noticed that the validity of Lewis rat EAE as a
preclinical model of human MS has been questioned due to the lack of demyelination that is observed in the human
disease counterpart and the monophasic and self-remitting course of the disease that contrasts with the characteristic
chronic progressivity of MS in humans (Shin T, et al., Mechanism of experimental autoimmune encephalomyelitis in
Lewis rats: recent insights from macrophages. Anat Cell Biol.(2012);45(3):141-8). In contrast to these previous reports
(del Barco DG, et al. and EP1870106A2), the present inventors surprisingly and unexpectedly found that EGF provides
for these neuroprotective effects also (and already) when administered alone. The absence of a neuroprotective effect
when EGF was administered alone (as reported by del Barco DG, et al. and EP1870106A2) may be explained, without
being bound by any theory, by a (at least partial) neutralization of administered recombinant human EGF by anti-drug-
antibodies (ADA) elicited in the rodent animal model in response to the foreign human recombinant protein.
[0039] The present inventors set out to evaluate the feasibility of treatment with exogenous EGF to counteract demy-
elinating lesions and eventually promote remyelination. A dose-finding analysis of recombinant human EGF in a well-
known model of mouse EAE induced by immunization with myelin oligodendrocyte glycoprotein (MOG) was conducted.
MOG-induced EAE is characterized by progressive course of the diseases that is well known to be histologically asso-
ciated with inflammatory infiltrates of the spinal cords and brain along with marked areas of demyelination (Mangano K,
et al., J Cell Physiol. (2014);229(12):1918-25; Eugster HP, et al., Eur J Immunol. (1999);29(2):626-32). The present
findings demonstrate for the first time that in vivo treatment with EGF ameliorated clinical and histological signs of MOG-
induced EAE. As apparent from the appended experimental data, EGF when administered alone was capable of reverting
an actively ongoing auto-reactive demyelination process that has led to aggressive development of EAE and associated
prototypical histological signs that include inflammatory infiltration of spinal cords and demyelination.
[0040] Taken together the data herein disclosed provide clear-cut in vivo proof of concept for a beneficial role of
exogenously administered EGF in an established animal model of demyelinating disease. The combined finding of
improved clinical development of the disease with absent demyelination suggests that treatment with EGF, administrated
as sole pharmaceutically active agent, represents a novel approach for treatment of demyelinating and/or neurodegen-
erating disorders, such as multiple sclerosis, in particular, with the aim to prevent demyelination and/or to promote
remyelination.
[0041] In an alternative preferred embodiment of the first aspect of the invention, the fragment according to item (c)
comprises or consists of SEQ ID NO: 2 (NCVVGYIGERCQYRDLK), corresponding to amino acid residues 32 to 48 of
native human EGF (SEQ ID NO: 1). This particular peptide of SEQ ID NO: 2 is described in WO1992/003476 to have
biological activity comparable to that of native human EGF. In a particularly preferred embodiment of the above preferred
embodiment, the fragment according to item (c) consists of SEQ ID NO: 2 and is cyclic (due to disulfide bridging of the
two internal cysteines).
[0042] The (poly)peptide of the invention may be formulated for administration according to the invention as part of a
pharmaceutical composition. It is to be understood that the pharmaceutical composition in the context of the present
invention does not comprise any further pharmaceutically active agent besides the (poly)peptide of the present invention.
[0043] For parenteral administration, the pharmaceutical composition is formulated generally by mixing the (poly)pep-
tide of the invention at the desired degree of purity, in a unit dosage injectable form (solution, suspension, or emulsion),
with a pharmaceutically acceptable carrier, i.e., one that is non-toxic to recipients at the dosages and concentrations
employed and is compatible with other ingredients of the formulation.
[0044] Generally, the formulations are prepared by contacting the components of the pharmaceutical composition
uniformly and intimately with liquid carriers or finely divided solid carriers or both. Then, if necessary, the product is
shaped into the desired formulation. Preferably the carrier is a parenteral carrier, more preferably a solution that is
isotonic with the blood of the recipient. Examples of such carrier vehicles include water, saline, Ringer’s solution, and
dextrose solution. Non aqueous vehicles such as fixed oils and ethyl oleate are also useful herein, as well as liposomes.
The carrier suitably contains minor amounts of additives such as substances that enhance isotonicity and chemical
stability. Such materials are non-toxic to recipients at the dosages and concentrations employed, and include buffers
such as phosphate, citrate, succinate, acetic acid, and other organic acids or their salts; antioxidants such as ascorbic
acid; low molecular weight (less than about ten residues) (poly)peptides, e.g., polyarginine or tripeptides; serum albumin,
gelatin; hydrophilic polymers such as polyvinylpyrrolidone; amino acids, such as glycine, glutamic acid, aspartic acid,
or arginine; monosaccharides, disaccharides, and other carbohydrates including cellulose or its derivatives, glucose,
mannose, or dextrins; chelating agents such as EDTA; sugar alcohols such as mannitol or sorbitol; counterions such
as sodium; and/or nonionic surfactants such as polysorbates, poloxamers, or PEG.
[0045] The components of the pharmaceutical composition to be used for therapeutic administration must be sterile.
Sterility is readily accomplished by filtration through sterile filtration membranes (e.g., 0.2 micron membranes). Thera-
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peutic components of the pharmaceutical composition generally are placed into a container having a sterile access port,
for example, an intravenous solution bag or vial having a stopper pierceable by a hypodermic injection needle.
[0046] The components of the pharmaceutical composition ordinarily will be stored in unit or multi-dose containers,
for example, sealed ampoules or vials, as an aqueous solution or as a lyophilized formulation for reconstitution. As an
example of a lyophilized formulation, 10-ml vials are filled with 5 ml of sterile-filtered 1% (w/v) aqueous solution, and the
resulting mixture is lyophilized. The infusion solution is prepared by reconstituting the lyophilized compound(s) using
bacteriostatic Water-for-Injection.
[0047] The (poly)peptide of the invention may be administered along with a carrier or under conditions that enhance
passage of the (poly)peptide across the blood brain barrier (BBB). For example, a blood brain barrier permeabilizer can
be utilized. Blood brain barrier permeabilizers are known in the art and include, by way of example, bradykinin and the
bradykinin agonists described in U.S. Pat. Nos. 5,686,416; 5,506,206 and 5,268,164 (such as NH2-arginine-proline-
hydroxyproxyproline-glycine-thienylalanine-serine-proline-4-Me-tyrosineψ(CH2NH)-arginine-COOH). Alternatively, the
molecules to be delivered can be conjugated to transport vectors including for example, the transferrin receptor antibodies
(as described in U.S. Pat. Nos. 6,329,508; 6,015,555; 5,833,988 or 5,527,527), cationized albumin, insulin, insulin-like
growth factors (IGF-I, IGF-II), angiotensin II, atrial and brain natriuretic peptide (ANP, BNP), interleukin I (IL-I), transferrin,
cationized LDL, albumin or horseradish peroxidase coupled with polylysine, cationized albumin, cationized immunoglob-
ulin, small basic oligopeptides (e.g., dynorphin analogue E-2078 or the ACTH analogue ebiratide), hexose moieties
(e.g., glucose), monocarboxylic acids (e.g., lactic acid). The (poly)peptide can also be delivered as a fusion protein
comprising the molecule and a ligand that is reactive with a brain capillary endothelial cell receptor, such as the transferrin
receptor (see, e.g., U.S. Pat. No. 5,977,307). The above specified "carriers", "transport vectors" do not fall under the
term "pharmaceutically active agent" as used herein, and, thus, are not excluded from being co-administered with the
(poly)peptide in accordance with the first aspect of the invention.
[0048] The (poly)peptide according to the invention can be administered systemically (e.g., orally, rectally, parenterally
(e.g., intravenously), intramuscularly, intraperitoneally, transdermally (e.g., by a patch), topically (as by powders, oint-
ments, drops or transdermal patch), bucally, or as an oral or nasal spray, by inhalation, subcutaneously or the like), by
administration into the central nervous system (e.g., into the brain (e.g., intracerebrally, intraventricularly or intracere-
broventricular) or spinal cord or into the cerebrospinal fluid), or any combination thereof.
[0049] The (poly)peptide may be administered in one or more dose administrations, at least once daily, for one or
more days (e.g., 1, 2, 3, 4, 5, 6, 7 days; 2, 3, 4 weeks; 2, 3, 4, 5, 6, 7, 8, 9, 10, 11, 12 months; 2 years, 3 years, 4 years,
or longer). However, the skilled person understands that the duration of the administration, in accordance with the present
invention, can optionally be sustained for the remaining lifetime of the subject. The (poly)peptide may be administered
daily or less frequently, for example, every-other-day, semi-weekly, weekly, biweekly, semi-monthly, monthly, bimonthly,
etc.
[0050] In a preferred embodiment of the first aspect of the invention, an effective amount of the (poly)peptide is to be
administered to a subject in need thereof once every 36 hours to once every 60 hours, more preferably once every 44
hours to once every 52 hours, and most preferred once every about 48 hours. In connection with the present invention,
it was found that the treatment of MOG-induced EAE mice (an animal model of demyelinating/neurodegenerating dis-
eases, in particular MS) with EGF was particularly effective in ameliorating the clinical course of the disease and preventing
the histological signs of demyelination when administered every-other-day (EOD), as detailed in Example 2.
[0051] In a preferred embodiment of the first aspect of the invention, the (poly)peptide is to be administered for a
period of at least 20 days, preferably at least 30 days, more preferably at least 40 days. As apparent from the herein
disclosed experimental data of the mouse EAE model, amelioration of clinical signs due to EGF treatment (EGF was
administered from day 7 after immunization with MOG antigen) was observed already from the first day (day 9 after
MOG-immunization) where clinical disease symptoms are usually observable in this EAE model (and as were observed
in the vehicle-treated control group) until the end of the study (day 46 after MOG-immunization); see Example 2.
[0052] The (poly)peptide of the invention can be administered to the subject at a suitable dose and/or a therapeutically
effective amount. This will be further discussed herein below.
[0053] The dosage of the (poly)peptide of the invention required will somewhat vary from subject to subject, depending
on the species, age, weight, and general condition of the subject, the particular active agent and pharmaceutical carrier
used, the mode of administration and the like. For example, the dose of the (poly)peptide when administered parenterally
may be in the range of about 1 mg (poly)peptide /kg to 10 mg (poly)peptide /kg of patient body weight (bd wt), although,
as noted above, this will be subject to therapeutic discretion. More preferably, this dose is at least 0.01 mg (poly)peptide
/kg/day, and most preferably for humans between about 0.01 and 5 mg (poly)peptide /kg/day. If given continuously, the
pharmaceutical composition is typically administered at a dose rate of about 1 mg/kg/hour to about 50 mg/kg/hour, either
by 1-4 injections per day or by continuous subcutaneous infusions, for example, using a mini-pump. An intravenous bag
solution may also be employed. The length of treatment needed to observe changes and the interval following treatment
for responses to occur appears to vary depending on the desired effect. The particular amounts may be determined by
conventional tests which are well known to the person skilled in the art.
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[0054] The dosage of the (poly)peptide of the invention required will vary from subject to subject, depending on the
species, age, weight, and general condition of the subject, the particular active agent used, its mode of administration
and the like. For example, animal models for demyelinating/neurodegenerating disorders (e.g., the EAE mouse model,
cuprizone induced demyelination model and lysolecithin model) can be used to monitor levels of response. Clinical signs
can be monitored and end point histopathological analyses of inflammation, demyelination and/or axonal disruption can
be determined in subjects with or in animal models of demyelinating and/or neurodegenerating disorders as described
in the herein disclosed examples. Histological tests can be used to detect, for example, myelin, OPCs or oligodentrocyte
numbers, remyelination, cytokine levels, lymphocyte number. Cell sorting can be performed to identify lymphocyte
numbers in tissue samples. Imaging (e.g., magnetic resonance imaging (MRI)) and functional measurements (survival
or clinical symptoms) can be used to monitor a subject’s response to therapy. Furthermore, resected human brain
samples (e.g., samples derived as a means to treat an otherwise intractable disorders) can be dissociated and cultured
as neurospheres to study the effect of doses of the (poly)peptide of the invention. Electrophysiology studies (e.g., evoked
potentials and nerve conduction) can be utilized to monitor progress. For examples of neuropathological examinations,
see, e.g., U.S. Patent Application No. 2007/023711; Schellenberg et al. (2007) Magnetic resonance imaging of blood-
spinal cord barrier disruption in mice with experimental autoimmune encephalomyelitis, Magn. Reson. Med. 58:298-305;
and Larsen et al. (2003) Matrix metalloproteinase-9 facilitates remyelination in part by processing the inhibitory NG2
proteoglycan, J. Neuroscience 23: 11127-35; Brundula et al., Brain 125:1297, (2002); Giuliani et al., J Neuroimmunol
165:83, (2005).
As a general rule, the dosage ranges for the administration of the compositions are those large enough to produce the
desired effect in which the symptoms of the disease are affected. For example, functional improvement, histological
improvement, gene expression, and the like can be affected and monitored to determine the desired outcome. The
dosage should not be so large as to cause adverse side effects, such as unwanted cross-reactions and unwanted
inflammatory reactions. Dosage can vary, dependent on the route of administration used.
[0055] In a preferred embodiment of the first aspect of the invention, the (poly)peptide is to be administered at dose
of between 100 mg/kg body-weight and 2000 mg/kg body-weight. In context of the present invention, the treatment of
the mouse EAE model with EGF was found to be effective at all the tested dosages of 2.5 ug/mouse and 10 ug/mouse,
as detailed in Examples 1 and 2. With an average mouse body-weight (bd wt) of about 20 g, these dosages correspond
to about 125 ug/kg bd wt and about 500 ug/kg bd wt. It is, hence, expected that dosages in the range as indicated in
the above preferred embodiment may generally be therapeutically effective in mammalian subjects, in particular in human
subjects.
[0056] Further examples of doses of the (poly)peptide include about 50-5000 mg/kg bd wt, about 75-4000 mg/kg bd
wt, about 100-3000 mg/kg bd wt, and more particularly about 100-1000 mg/kg bd wt (or any amount in between), or any
dose that achieves a blood level in the range of that measured in healthy subjects, i.e. approximately 30 pg/ml. In a
recent report, 15 healthy subjects were found to have mean levels of EGF of 32.66 (79.82) pg/ml in serum and of 1371.64
(1205.48) pg/ml in saliva (Btochowiak KJ, et al., Adv Clin Exp Med. (2018) Apr;27(4):455-461.
[0057] Nucleic acids encoding the (poly)peptide of the invention may be administered using gene therapy methods.
Retrovirus vectors and adeno-associated virus (AAV) vectors are preferred vectors according to the invention for trans-
ferring nucleic acids encoding the (poly)peptides of the invention into cells in vivo, particularly into human cells. These
vectors provide efficient delivery of genes into cells, and the transferred nucleic acids are stably integrated into the
chromosomal DNA of the host. The development of specialized cell lines ("packaging cells") that produce replication-
defective retroviruses are especially preferred for gene therapy applications (see, e.g., Miller, A. D. Blood 76:271 (1990)).
Recombinant retrovirus may be constructed in which part of the retroviral coding sequence (gag, pol, env) has been
replaced by nucleic acid encoding one of the subject receptors rendering the retrovirus replication defective. The repli-
cation defective retrovirus is then packaged into virions which can be used to infect a target cell through the use of a
helper virus by standard techniques. Protocols for producing recombinant retroviruses and for infecting cells in vitro or
in vivo with such viruses may be found, e.g., in Current Protocols in Molecular Biology, Ausubel, F. M. et al. (eds.) Greene
Publishing Associates, (1989), Sections 9.10-9.14 and other standard laboratory manuals. Representative examples of
retroviruses include pLJ, pZIP, pWE and pEM which are well known to those skilled in the art. Representative examples
of packaging virus lines for preparing both ecotropic and amphotropic retroviral systems include psi.Crip, psi.Cre, psi 2
and psi.Am. Retroviruses have been widely used to introduce a variety of genes into many different cell types in vitro
and/or in vivo. Moreover, it is useful to limit the infection spectrum of retroviruses and retroviral-based vectors by modifying
the viral packaging proteins on the surface of the viral particle (see, for example PCT publications WO93/25234 and
WO94/06920; Roux et al. PNAS 86:9079-9083 (1989); Julan et al. J. Gen Virol 73:3251-3255 (1992); and Goud et al.
Virology 163:251-254 (1983); Neda et al. J. Biol Chem 266:14143-14146 (1991)).
[0058] Demyelinating disorders can be classified according to whether the demyelination is due to inflammatory proc-
esses. Exemplary inflammatory demyelinating disorders are, without limitation, multiple sclerosis (MS), acute-dissemi-
nated encephalomyelitis (ADEM) and acute haemorrhagic leucoencephalitis (AHL).
[0059] In accordance with a preferred embodiment of the first aspect of the invention, the demyelinating and/or neu-
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rodegenerating disorder is an inflammatory disorder, preferably an inflammatory demyelinating disorder: the EAE mouse
model used herein (see Examples 1 and 2) is characterized by inflammatory demyelination that could be ameliorated
by EGF administration. In an alternative preferred embodiment of the first aspect of the invention, the demyelinating
and/or neurodegenerating disorder is a non-inflammatory disorder.
[0060] Demyelinating disorders can also be classified depending on the underlying reason for demyelination in mye-
linoclastic and leukodystrophic diseases. In demyelinating myelinoclastic diseases, a normal and healthy myelin is
destroyed by a toxic, chemical, or autoimmune substance. In demyelinating leukodystrophic diseases (also known as
dysmyelinating diseases), myelin is abnormal and degenerates. Exemplary demyelinating myelinoclastic diseases are,
without limitation, multiple sclerosis (MS), Schilder’s disease (myelinoclastic diffuse sclerosis), Devic’s disease, Balo’s
disease and other and other disorders with immune system involvement. Exemplary demyelinating leukodystropic dis-
eases are, without limitation, CNS neuropathies like those produced by vitamin B12 deficiency, central pontine mye-
linolysis, tabes dorsalis (syphilitic myelopathy), leukoencephalopathies (such as progressive multifocal leukoencepha-
lopathy) and leukodystrophies.
[0061] In accordance with another preferred embodiment of the first aspect of the invention, the demyelinating and/or
neurodegenerating disorder is a myelinoclastic disorder: the MOG-induced EAE mouse model as used herein (Examples
1 and 2) is characterized by myelinoclastic demyelination which could be ameliorated by EGF administration. In accord-
ance with another preferred embodiment of the first aspect of the invention, the demyelinating and/or neurodegenerating
disorder is a leukodystrophic disorder.
[0062] Demyelinating disorder (or diseases) can also be divided in those affecting the central nervous system (CNS)
and those affecting the peripheral nervous system (PNS), presenting different demyelination conditions. The demyeli-
nating diseases of the CNS include, without limitation, myelinoclastic disorders, such as multiple sclerosis (MS), Devic’s
disease and other disorders with immune system involvement called inflammatory demyelinating diseases, leukodys-
trophic disorders in which myelin is not properly produced such as CNS neuropathies like those produced by vitamin
B12 deficiency, central pontine myelinolysis, Myelopathies like tabes dorsalis (syphilitic myelopathy), Leukoencepha-
lopathies (such as progressive multifocal leukoencephalopathy) and Leukodystrophies. These disorders are often as-
sociated with the conditions optic neuritis and transverse myelitis, which are inflammatory conditions, because inflam-
mation and demyelination are frequently associated. Some of them are idiopathic (arising spontaneously, without known
cause) and for some others the cause has been found, like some cases of neuromyelitis optica. The demyelinating
diseases of the PNS include, without limitation, Guillain-Barre syndrome (GBS) and its chronic counterpart, chronic
inflammatory demyelinating polyneuropathy (CIDP), Anti-MAG peripheral neuropathy, Charcot-Marie-Tooth disease
(and its counterpart Hereditary neuropathy with liability to pressure palsy), copper deficiency-associated conditions (e.g.
peripheral neuropathy, myelopathy, rarely optic neuropathy etc.), and progressive inflammatory neuropathy. Although
multiple sclerosis (MS) is usually limited to the CNS, there are rare cases where also the PNS is affected.
[0063] In accordance with another preferred embodiment of the first aspect of the invention, the demyelinating and/or
neurodegenerating disorder is a disorder of the central nervous system (CNS): the MOG-induced EAE mouse model
as used herein (Examples 1 and 2) is characterized by CNS demyelination and neurodegeneration that could be amel-
iorated/prevented by the treatment with EGF. It is, however, expected that EGF treatment is also effective in ameliorat-
ing/preventing demyelinating and/or neurodegenerating disorders involving the peripheral nervous system (PNS). Hence,
in accordance with another preferred embodiment of the first aspect of the invention, the demyelinating and/or neuro-
degenerating disorder is a disorder of the of the peripheral nervous system (PNS).
[0064] In accordance with another preferred embodiment of the first aspect of the invention, the demyelinating and/or
neurodegenerating disorder is an immune disease, preferably an auto-immune disease. In a more preferred embodiment
of the first aspect of the invention, the immune disease is (a) multiple sclerosis (MS), (b) Guillain-Barré syndrome (GBS);
or (c) chronic inflammatory demyelinating polyneuropathy (CIDP).
[0065] MS is a chronic inflammatory demyelinating immune (mostly auto-immune) disease of the CNS (and rarely
also affecting the PNS) of unknown etiology and heterogeneous clinical symptoms and course. Depending upon clinical
presentation and course, MS is classified either as relapsing remitting (RR), primary progressive (PP), or secondary
progressive (SP). Approximately 85% of MS patients initially exhibit a RR course, characterized by acute attacks (relapse)
followed by partial or full recovery (remission), which occurs at variable intervals. Of these RR-MS patients, about two-
thirds of the untreated patients transition to the secondary progressive phase at which time neurologic disability accu-
mulates in the absence of attacks. About 15% of MS patients have a primary progressive course manifested by progressive
clinical worsening from onset with no clinical attacks (Mayo L, et al., Immunol Rev. (2012);248(1):170-87). As used
herein, clinically isolated syndrome (CIS) refers to: 1) a single clinical attack suggestive of MS and 2) at least one lesion
suggestive of MS. As an example, the patient has at least 1 cerebral lesion detectable by an MRI scan and suggestive
of multiple sclerosis. As an additional example the lesion is associated with brain tissue inflammation, myelin sheath
damage or axonal damage. As another example the lesion is a demyelinating white matter lesion visible on brain MRI.
The term "single clinical attack" is used synonymously with "first clinical episode", "first clinical attack", and "first clinical
event" which, for example, presents as a clinical episode of optic neuritis, blurring of vision, diplopia (double vision),
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involuntary rapid eye movement, blindness, loss of balance, tremors, ataxia, vertigo, clumsiness of a limb, lack of
coordination, weakness of one or more extremity, altered muscle tone, muscle stiffness, spasms, tingling, paraesthesia,
burning sensations, muscle pains, facial pain, trigeminal neuralgia, stabbing sharp pains, burning tingling pain, slowing
of speech, slurring of words, changes in rhythm of speech, dysphagia, fatigue, bladder problems (including urgency,
frequency, incomplete emptying and incontinence), bowel problems (including constipation and loss of bowel control),
impotence, diminished sexual arousal, loss of sensation, sensitivity to heat, loss of short term memory, loss of concen-
tration, or loss of judgment or reasoning. As used herein, the criteria, as defined by Poser et al. Neurology, (1983), 13
(3): 227-230, used to determine if a subject meets the condition consistent with clinically definite multiple sclerosis
(CDMS) are: (i) two attacks and clinical evidence of two separate lesions; or (ii) two attacks; clinical evidence of one
lesion and paraclinical evidence of another separate lesion. An attack (also referred to as an exacerbation, flare, or
relapse) is defined clinically as the sudden appearance or worsening of a symptom or symptoms of neurological dys-
function, with or without objective confirmation. Patients with CIS that experience a second clinical attack are generally
considered to have clinically definite multiple sclerosis (CDMS). Over 80 percent of patients with a CIS and MRI lesion
go on to develop MS, while approximately 20 percent have a self-limited process (Brex et al., N Engl J Med. (2002),
346(3):158-64; Frohman, et al., Neurology. (2003), 61(5):602-11).
[0066] Guillain-Barré syndrome (GBS) is an immune-mediated disorder of the PNS characterized by neuromuscular
weakness and frequently accompanied by flaccid paralysis and may occasionally lead to death. It is classified as an
acute inflammatory demyelinating polyneuropathy with a variant form designated as acute motor axonal neuropathy
(Hughes and Cornblath, 2005. Lancet 366:1653-1666). Anti-ganglioside antibodies have been proposed as contributors
to GBS pathogenesis (Kaida et al., 2009. J. Neuroimmunol. 182:212-218; Ariga and Yu, 2005. J. Neurosci. Res. 80:1-17).
Gangliosides are abundantly expressed in human nerves (Yu et al., 2004. J. Lipid Res. 45:783-793) and generally
believed to have important roles as mediators of cell adhesion and modulators of signal transduction (Regina Todeschini
and Hakomori 2008. Biochim. Biophys. Acta 1780:421-433). The etiology of GBS is complex and not fully known. A
growing body of evidence, however, indicates that aberrant immune responses triggered by an infectious agent or
vaccination allow disease development and the underlying pathogenetic mechanisms (Langmuir et al., 1984. Am J
Epidemiol 119: 841-879; Kuwabara, 2004. Drugs 64: 597-610; Souayah et al., 2007. Vaccine 25: 5253-5255). The most
commonly identified microbial agents are Campylobacter jejuni (C. jejuni), Haemophilus influenzae, cytomegalovirus
(CMV), Epstein-Barr virus, and Mycoplasma pneumoniae (Hughes et al., 1999. J Neuroimmunol 100: 74-97; Hadden
et al., 2001. Neurology 56: 758-765; Sivadon-Tardy et al., 2006. Emerg Infect Dis 12: 990-993; Sivadon-Tardy et al.,
2009. Clin Infect Dis 48: 48-56). A preceding infectious event and patient-related host factors also seem to be related
to certain subtypes of GBS and may affect the severity of the disease (Geleijns et al., 2005. Neurology 64: 44-49;
Caporale et al., 2006. J Neuroimmunol 177: 112-118; Yuki, 2007. Muscle Nerve 35: 691-711). C. jejuni infection frequently
induces anti-ganglioside antibodies in the patient’s serum (Yuki et al., 1990. Neurology 40: 1900-1902; Usuki et al.,
2006. J Neurosci Res 83: 274-284). Thus, despite the possibility of other pathogenic mechanisms, an antibody-mediated
process is one of the major insults to the nerve, causing both conduction block and velocity loss and the ensuing clinical
symptoms (Rinaldi and Willison, 2008. Curr Opin Neurol 21: 540-546; van Doorn et al., 2008. Lancet Neural 7: 939-950;
Kaida et al., 2009. Glycobiology 19: 676-692).
[0067] Chronic inflammatory demyelinating polyneuropathy (CIDP) is an acquired immune-mediated inflammatory
disorder of the PNS. The disorder is sometimes called chronic relapsing polyneuropathy (CRP) or chronic inflammatory
demyelinating polyradiculoneuropathy (because it involves the nerve roots) (Kissel JT, et al., Seminars in Neurology
(2003), 23(2): 169-80). CIDP is closely related to Guillain-Barre syndrome and it is considered the chronic counterpart
of that acute disease. Several variants have been reported. An asymmetrical variant of CIDP is known as Lewis-Sumner
Syndrome. There is also a variant with CNS involvement named combined central and peripheral demyelination (CCPD).
In some cases, the CIDP is multifocal acquired demyelinating sensory and motor neuropathy. In some examples, the
CIDP is induced by HIV infection.
[0068] In accordance with another preferred embodiment of the first aspect of the invention, the MS is of the phenotype
(a) Clinically Isolated Syndrome (CIS), (b) Primary Progressive MS (PPMS), (c) Secondary Progressive MS (SPMS),
(d) Relapsing-Remitting MS (RRSS), or (e) an intermediate form of any combination of (a) to (d).
[0069] In accordance with another preferred embodiment of the first aspect of the invention, the demyelinating and/or
neurodegenerating disorder is associated with a shortage or deficiency of (a) Epidermal Growth Factor (EGF); and/or
(b) cobalamin (Cbl) (Vitamin B12). With a "shortage" of EGF or cobalamin, as used herein, is meant a decrease of at
least 50%, preferably of at least 75%, of the level of these substances as compared to their level(s) determined in one
or more samples (e.g. in body fluid, preferably cerebrospinal fluid) from one or more healthy subject(s). Methods for
determining the levels of EGF and/or cobalamin, e.g. radioimmunoassays, are known in the art and described, for
example, in Scalabrino G, et al.; Brain Res. (2010);1333:64-71, and commercially available (radioimmunoassay kits for
determination of Vitamin B12 levels (Diagnostic Products Corporation, USA) and EGF levels (Penisula Laboratories,
San Carlos, CA)).
[0070] The present invention relates in a second aspect to a method for identifying whether a subject suffering from,
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or having a risk for developing a demyelinating and/or neurodegenerating disorder is amenable for the (preventive or
therapeutic) treatment according to the first aspect of the present invention, comprising determining the level of the
(poly)peptide according to the present invention in a sample obtained from the subject, wherein the subject is amenable
for the treatment, if the level of the (poly)peptide is decreased by at least 20% as compared to the level determined in
one or more samples obtained from one or more healthy subjects, and wherein the (poly)peptide is a naturally occurring
(poly)peptide, preferably the full-length (poly)peptide of SEQ ID NO:1.
[0071] In a preferred embodiment of the second aspect of the invention, the sample is from a body fluid of a subject.
More preferably the sample is from the cerebrospinal fluid (CSF).
[0072] The present invention relates in a third aspect to a method of treating or preventing a demyelinating and/or
neurodegenerating disorder in a subject in need thereof, the method comprising administering to the subject a thera-
peutically effective amount of the (poly)peptide according to the first aspect of the present invention or a nucleic acid
encoding that (poly)peptide, wherein the (poly)peptide or nucleic acid is the only pharmaceutically active agent admin-
istered to the subject, thereby treating or preventing the demyelinating and/or neurodegenerating disorder in the subject.
[0073] It is understood that the definitions and embodiments as described above in the context of the first aspect of
the invention also apply, in as far as possible, mutatis mutandis to the second and third aspects of the present invention.
[0074] The invention is herein described, by way of example only, with reference to the accompanying drawings for
purposes of illustrative of the preferred embodiments of the present invention.
[0075] The Figures show

Fig. 1. Effects of late prophylactic treatment with EGF on body weight (BW) variation in MOG-induced EAE. Statistical
differences among groups were assessed using T-test.

Fig. 2. Effects of late prophylactic treatment with EGF on duration of disease in MOG-induced EAE. Statistical
differences among groups were assessed using Kruskal-Wallis and Dunn’s post-hoc.

Fig. 3. Effects of EGF treatment on onset of the disease in MOG-induced EAE until day 46 post immunization.
Statistical differences among groups were assessed using Kruskal-Wallis and Dunn’s post-hoc.

Fig. 4. Effects of late prophylactic treatment with EGF on clinical score in MOG-induced EAE [Mean value per day
is shown]. Statistical differences among groups were assessed using Kruskal-Wallis and Dunn’s post-hoc.

Fig. 5. Effects of late prophylactic treatment with EGF on the cumulative score in MOG-induced EAE. Statistical
differences among groups were assessed using Kruskal-Wallis and Dunn’s post-hoc.

Fig 6. Effects of late prophylactic treatment on the histological score (damage score) in a mouse model of MOG-
induced EAE.

Fig. 7. Representative images of hematoxylin and eosin (H&E) stained sections of spinal cord (SC). Treatment with
EGF has improved inflammatory cell infiltration caused by the EAE. The severity of the damage was assessed 50
days after EAE induction by staining with hematoxylin and eosin. Sham mice did not show histological changes in
spinal cord tissues. Significant damage was observed in EAE mice, as demonstrated by the presence of numerous
inflammatory foci in the white matter of the spinal cord. In particular, a complete reduction of inflammatory cell
infiltration, such as T lymphocytes and monocytes, was observed in samples taken from EAE mice treated with the
most effective (or "golden") dose of EGF of 2.5ug/mouse EOD. Magnification: 103; scale bar: 50 mm. Value are
expressed as means 6 SEM and calculated in 20 spinal cord sections per mouse.

Fig. 8. Effects of EGF late prophylactic treatment on the demyelination score in MOG-induced EAE.

Fig. 9. Representative images of Luxol fast blue (LFB) stained sections of spinal cord (SC). EGF attenuated the
degradation of myelin caused by the EAE. The sections of the SC collected at the end of the treatment on the day
of sacrifice were analyzed with LFB staining to detect demyelination. In sham and DEX control groups, they do not
show demyelination plaques. The staining with LFB shows the formation of demyelination plaques occurred in the
EAE group. Myelin degradation was completely attenuated in EAE mice treated with EGF. Magnification: 103; scale
bar: 50 mm

[0076] The examples illustrate the invention:
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Example 1: Materials and Methods

Animal Study

Acclimatization, housing and feeding

[0077] Six to 7 weeks old female C57BL/6 mice weighing between 16 to 18 grams and purchased from Envigo (San
Pietro al Natisone, Udine, Italy) were kept at the animal facility of the Department of Biomedical and Biotechnological
Sciences, University of Catania, under standard laboratory conditions (non-specific pathogen free) with free access to
food and water and were allowed to adapt for at least one week to their environment before commencing the study.
[0078] Animals were housed within a limited-access rodent facility under controlled microbial conditions, which ex-
cluded murine pathogens, and will be kept in groups of maximum 5 mice, in polycarbonate cages (Tecniplast, Varese,
Italy), according to the Italian legislation (each mouse is to have a surface of 180 cm2 with minimum 12 cm height). This
regimen does not exclude various species of Helicobacter. Cages are sterilized and filled with wood shavings as bedding
material. Automatically controlled environmental conditions are set to maintain temperature at 20 - 24°C with a relative
humidity (RH) of 30 - 70 %, 10-30 air changes /hr and a natural dark:light cycle.
[0079] Protection of animals used in the experiment is in accordance with Directive 2010/63/UE, enforced by the Italian
D. Lgs 26/2014. Physical facilities and equipment for accommodation and care of animals are in accordance with the
provisions of EEC Council Directive 86/609.

Induction of MOG-induced EAE

[0080] Mice were immunized by s.c. injection of an emulsion composed of 200 mg MOG35-55 peptide (Genemed
Synthesis, San Francisco, CA) in Complete Freund’s Adjuvant (CFA, Difco, Detroit, U.S.A.) containing 0.5 mg (per
injection) of Mycobacterium tuberculosis. Each mouse received subcutaneous injections of 200 ul emulsion divided
among two sites, left and right flank, (50%/50%) draining into the axillary lymph nodes. Pertussis toxin (Calbiochem,
Nottingham, UK) was used as a co-adjuvant and was administered i.p. at the dose of 200 ng/mouse on day 0 and 200
ng/mouse on day 2 post immunization (Donia M, Mangano K, Quattrocchi C, Fagone P, Signorelli S, Magro G, Sfacteria
A, Bendtzen K, Nicoletti F. Specific and strain-independent effects of dexamethasone in the prevention and treatment
of experimental autoimmune encephalomyelitis in rodents. Scand J Immunol. 2010 Nov;72(5):396-407).

Study design

[0081] Six groups of 10-12 animals each (missing mice died because of anaesthesia or pertussis toxin toxicity) were
treated under a late prophylactic regime from 7 days after immunization to day 50, as described in Table 1 below:

[0082] Five additional mice were considered as SHAM. These mice, on the day of EAE induction, were anesthetized
as other mice, but were injected only with Freund adjuvant without Mycobacterium tuberculosis and without MOG. These
untreated mice were considered as healthy mice. The number of animals per group is the minimum allowing an accurate
assessment of observed pharmacological effects.
[0083] Dexamethasone (Soldesan, Dex) was purchased from a local pharmacy and was used as positive control drug
as previously described (Donia M, Mangano K, Quattrocchi C, Fagone P, Signorelli S, Magro G, Sfacteria A, Bendtzen
K, Nicoletti F. Specific and strain-independent effects of dexamethasone in the prevention and treatment of experimental
autoimmune encephalomyelitis in rodents. Scand J Immunol. 2010 Nov;72(5):396-407).

Table 1:

Group Number Treatment Dose Route Administration frequency

1 12 EGF 2.5 mg/mouse i.p. Every other day

2 10 EGF 10 mg/mouse i.p. Every other day

3 11 EGF 2.5 mg/mouse i.p. Daily, 5 times a week

4 11 EGF 10 mg/mouse i.p. Daily, 5 times a week

5 12 Dex 0.6 mg/kg i.p. Daily, 5 times a week

6 12 Vehicle ---- i.p. Daily, 5 times a week

7 5 SHAM
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[0084] Recombinant human EGF with EC50: 0.08-0.8 ng/ml as assessed on the growth on mouse fibroblast cell lines
BALB/3T3) (Sigma Aldrich, Milan, Italy) was dissolved in water for injection and was administered by i.p. injection as
described in Table 1 above.
[0085] Previous provided experiments evidenced that EGF is active on rat CNS even when it is administered by i.p.
route, thus entailing its crossing the BB barrier (Scalabrino G., Lorenzini E.C., Monzio-Compagnoni B., Colombi R.P.,
Chiodini E., Buccellato F.R. Subacute combined degeneration in the spinal cord of totally gastrectomized rats. Ornithine
decarboxylase induction, cobalamin status, and astroglial reaction. Lab. Invest. 72, (1995), pp. 114-123)

Endpoints

Clinical Assessment

[0086] Starting from day 7 post-immunization, the animals were examined individually for the presence of paralysis
according to the following score:
0 = no sign of disease; 0.5 = partial tail paralysis; 1 = tail paralysis; 1.5 = tail paralysis + partial unilateral hind limb
paralysis; 2 = tail paralysis + hindlimb weakness or partial hindlimb paralysis; 2.5 = tail paralysis + partial hindlimb
paralysis (lowered pelvis); 3 = tail paralysis + complete hindlimb paralysis; 3.5 = tail paralysis + complete hindlimb
paralysis + incontinence; 4 = tail paralysis + hindlimb paralysis + weakness or partial paralysis of forelimbs; 5 = moribund
or dead (Donia M, Mangano K, Quattrocchi C, Fagone P, Signorelli S, Magro G, Sfacteria A, Bendtzen K, Nicoletti F.
Specific and strain-independent effects of dexamethasone in the prevention and treatment of experimental autoimmune
encephalomyelitis in rodents. Scand J Immunol. 2010 Nov; 72(5):396-407). Clinical signs were monitored daily and
body-weight was monitored three times a week. Mice reaching a score of 4 and/or losing more than 20% of their body-
weight were monitored daily by the veterinary and subcutaneously treated with saline and, if necessary, ethically euth-
anized. The clinical readouts for this study include the clinical score, cumulative score, incidence, duration and onset of
the disease and variation of the body weight throughout the study period.

Histological analysis

[0087] Mice were sacrificed and brain and the spinal cords were resected and stored in 4% formaldehyde (Sigma,
Milano, Italy) at 4 °C for 24 h. To assess inflammation, serial 5-mm cross sections were stained with hematoxylin and
eosin (H&E) (Mangano K, Fagone P, Bendtzen K, Meroni PL, Quattrocchi C, Mammana S, Di Rosa M, Malaguarnera
L, Coco M, Magro G, Di Marco R, Nicoletti F. Hypomethylating agent 5-aza-2’-deoxycytidine (DAC) ameliorates multiple
sclerosis in mouse models. J Cell Physiol. 2014 Dec;229(12):1918-25). Semiquantitative histological evaluation was
performed using the following scores based on the severity of inflammation: 0, no inflammation; 1, few cells; 2, moderate,
perivascular cuffing 3, dense inflammatory cellular infiltrates, parenchymal necrosis (Mangano K, Fagone P, Bendtzen
K, Meroni PL, Quattrocchi C, Mammana S, Di Rosa M, Malaguarnera L, Coco M, Magro G, Di Marco R, Nicoletti F.
Hypomethylating agent 5-aza-2’-deoxycytidine (DAC) ameliorates multiple sclerosis in mouse models. J Cell Physiol.
2014 Dec;229(12):1918-25). To assess the severity and extent of demyelination, myelin structure was observed by Luxol
fast blue (Lfb) staining (Bio-Optica) and scored using a semiquantitative grading system: 0=normal; 1=demyelinated
fibres less than 25%; 2=demyelinated fibres 25-50%; 3=demyelinated fibres 50-75%; 4=demyelinated fibres more than
75% (Furlan R, Poliani PL, Galbiati F, Bergami A, Grimaldi LM, Comi G, Adorini L, Martino G. Central nervous system
delivery of interleukin 4 by a non replicative herpes simplex type 1 viral vector ameliorates autoimmune demyelination.
Hum Gene Ther. 1998 Nov 20;9 (1):2605-17). Cross sections of spinal cord were analyzed using a light microscope
(LEICA DM 2000 combined with LEICA ICC50 HD camera). Images (n = 20 images from each group) were acquired
for the evaluation of the percentage of demyelination using the Leica Application Suite V4.2.0 software. Histological
analyses were only performed in sham-treated mice, and the groups of mice treated with vehicle, EGF eod (every-other-
day) at 2.5 ug/mouse and Dex.

Statistical analysis

[0088] The results were presented as mean 6 SD. During the study, an initial statistical evaluation was carried out by
Student’s T-test. At the end of the study, a more selective statistical analysis was carried out. Statistical differences in
the incidence of disease among groups were assessed using the Fisher Exact test for each group comparison. Data
have been subjected to a normality test for the assessment of their Gaussian distribution. The Shapiro Wilk, Kolmogorov
Smirnov and D’ Agostino Pearson omnibus tests were used. Based on the distribution of the data, either the T-test test
(for parametric data) or the Kruskal-Wallis test, followed by Dunn’s multiple comparison test (for non-parametric data)
were performed. A p value <0.05 has been considered for statistical significance. All analyses have been performed
using the Prism GraphPad v5 software or Microsoft Excel.
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Example 2: Animal Study

[0089] Although, at the beginning of the treatment, no clinical signs of EAE were observed, both the literature data
from the present inventors and others (Mangano K, et al. J Cell Physiol. (2014);229(12):1918-25; Donia M, et al., Scand
J Immunol. (2010);72(5):396-407; Eugster HP, et al., Eur J Immunol. (1999);29(2):626-32), and the initial observation
of EAE occurrence in control mice already from the 9th day post-immunization, indicated that immunoinflammatory
encephalytogenic events were fully ongoing at the time the treatment with EGF was started.
[0090] The EAE model worked well, although the clinical course was more aggressive compared to previous studies
(Mangano K, et al., J Cell Physiol. (2014);229(12):1918-25; Donia M, et al., Scand J Immunol. (2010);72(5):396-407)
and this must be taken into consideration when examining the effects of EGF on the course of the disease.
[0091] The treatment with EGF administered every-other-day (EOD) from day 7 post-immunization at the dose of 10
ug/mouse, and mostly at the lower dose of 2.5 ug/mouse, induced an amelioration of the clinical course of the disease,
as detailed below. The mice treated with Dex also exhibited a strong amelioration of clinical readouts. Sham mice,
injected only with Freund adjuvant without MOG, as expected, did not develop disease.

Toxicity

[0092] The i.p. treatment with test compounds appeared to be well tolerated throughout the entire study, as judged
by the clinical status of the mice and by body-weight (BW) variation (Figure 1).

Disease Incidence

[0093] Disease incidence was determined by summing up the number of animals per group that ever showed a score
≥ 0.5 throughout the whole experiment. The determined incidences showed that the MOG-EAE model worked well. No
significant effects were observed in the incidence of the disease in groups of mice treated with both doses and both
regimens of EGF and with the positive control drug Dexamethasone (Dex), as compared to vehicle-treated mice.

Disease Duration

[0094] The duration of the disease was calculated for each animal by counting the number of days on which the animal
showed a clinical score higher than 0. Finally, the mean for each treatment group was calculated. The treatment with
EGF at the dose of 2.5 ug/mouse both administered daily and every-other-day (EOD), significantly reduced the duration
of the disease. The treatment with the positive control drug Dexamethasone (Dex) also showed a statistically significant
reduction of the disease duration as compared to vehicle-treated control mice (see Figure 2).

Disease Onset

[0095] Disease onset was determined as the first day on which an animal showed a clinical score ≥ 0.5. For animals
that never showed symptoms, onset was considered to be the last day of observation. The onset of the disease was
significantly delayed in the group of mice treated with EGF 2.5 ug/mouse EOD and with the positive control drug Dex-
amethasone (Dex) as compared to vehicle-treated mice (see Figure 3).

Clinical Score

[0096] Classical signs of EAE started to appear in the vehicle-treated control animals 9 days after the immunization
(see Figure 4). The daily treatment with EGF at the dose of 2.5 ug, significantly reduced the clinical score only at the
begin of the disease between day 14 to 16 and, at the dose of 10 ug, from day 14 to 16 and at 24 and 25 days post
immunization. Stronger effects were observed when EGF administered every other day, in particular, the dose of 2.5
ug significantly reduced the clinical score from day 9 to 11 and from day 21 until the end of the study and the higher
dose of 10 ug significantly reduced the clinical score from day 9 to 11 and from day 34 until the end of the study (Figure
4 and Table 2). Dex exhibited a significant lower clinical score through the entire treatment period by Kruskal-Wallis
analysis (Figure 4 and Table 2) compared to vehicle-treated mice.
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Cumulative Score

[0097] The cumulative clinical score was calculated for each mouse by adding the daily scores from the day of onset
(score of disease ≥ 0.5) until the end of treatment. The late prophylactic treatment with EGF at the dose of 2.5 and 10
ug/mouse administered every other day as well as with Dex showed a reduction of the cumulative score compared to
vehicle, which was statistically significant via the Kruskal-Wallis test (Figure 5). No significant effects were observed
upon the daily treatment with EGF at both doses.

Histology

[0098] The inflammation and the demyelination score for each mouse is the rounded mean of the score of three
sections of the respective mouse. No cell infiltrate was found in the brains of mice from all experimental groups. The
H&E sections of the spinal cord showed that the mice treated with the vehicle underwent infiltration of lymphocytes into
the white matter of SC. In contrast, the histological scores of damage were significantly reduced in EGF 2.5 ug/mouse
in comparison to vehicle-treated mice. The treatment with EGF induced a significant reduction in the infiltration of
leukocytes SC similar to the positive control drug Dexamethasone (Dex). EGF-treated mice, in comparison to Dex-
treated group, also exhibit a greater reduction of the edema of the white matter score (Figures 6 and 7). Myelin structure
was observed by Luxol fast blue (Lfb) staining (Bio-Optica) and followed by scoring to analyze the degree of demyelination.
Severe demyelination was detected in the group treated with the vehicle (Figures 8 and 9). The administration of EGF
and Dex significantly reduced the degree of demyelination as compared to the group treated with the vehicle.
[0099] The entirety of each patent, patent application, publication and document referenced herein hereby is incorpo-
rated by reference. Citation of the above patents, patent applications, publications and documents is not an admission
that any of the foregoing is pertinent prior art, nor does it constitute any admission as to the contents or date of these
publications or documents. Their citation is not an indication of a search for relevant disclosures. All statements regarding
the date(s) or contents of the documents is based on available information and is not an admission as to their accuracy
or correctness.
[0100] Modifications may be made to the foregoing without departing from the basic aspects of the technology. Although
the technology has been described in substantial detail with reference to one or more specific embodiments, those of
ordinary’ skill in the art will recognize that changes may be made to the embodiments specifically disclosed in this
application, yet these modifications and improvements are within the scope and spirit of the technology.
[0101] The technology illustratively described herein suitably may be practiced in the absence of any element(s) not
specifically disclosed herein. Thus, for example, in each instance herein any of the terms "comprising", "consisting
essentially of", and "consisting of’ may be replaced with either of the other two terms. The terms and expressions which
have been employed are used as terms of description and not of limitation, and use of such terms and expressions do
not exclude any equivalents of the features shown and described or portions thereof, and various modifications are
possible within the scope of the technology claimed. The terms "method" and "process" are used interchangeably herein.
[0102] The term "a" or "an" can refer to one of or a plurality of the elements it modifies (e.g., "a carrier" can mean one
or more carriers) unless it is contextually clear either one of the elements or more than one of the elements is described.
The term "about" as used herein refers to a value within 10% of the underlying parameter (i.e., plus or minus 10%), and
use of the term "about" at the beginning of a string of values modifies each of the values (i.e., "about 1, 2 and 3" refers
to about 1, about 2 and about 3). For example, a weight of "about 100 grams" can include weights between 90 grams
and 110 grams. Further, when a listing of values is described herein (e.g., about 50%, 60%, 70%, 80%, 85% or 86%)
the listing includes all intermediate and fractional values thereof (e.g., 54%, 85.4%). Thus, it should be understood that
although the present technology has been specifically disclosed by representative embodiments and optional features,
modification and variation of the concepts herein disclosed may be resorted to by those skilled in the art, and such
modifications and variations are considered within the scope of this technology.
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[0103] Certain embodiments of the technology are set forth in the claim(s) that follow(s).

Claims

1. A (poly)peptide having Epidermal Growth Factor (EGF)-activity or a nucleic acid encoding said (poly)peptide for use
in treating or preventing a demyelinating and/or neurodegenerating disorder, wherein the (poly)peptide

(a) comprises or consists of the amino acid sequence of SEQ ID NO: 1; and/or
(b) comprises or consists of an amino acid sequence, which is at least 66% identical to the amino acid sequence
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of SEQ ID NO: 1; and/or
(c) comprises or consists of a fragment of (a) or (b); and

wherein the (poly)peptide or nucleic acid is the only pharmaceutically active agent to be administered.

2. The (poly)peptide or nucleic acid for use of claim 1, wherein the fragment of (a) comprises or consists of SEQ ID NO: 2.

3. The (poly)peptide or nucleic acid for use of claim 1 or 2, wherein an effective amount of the (poly)peptide is to be
administered to a subject in need thereof once every 36 hours to once every 60 hours.

4. The (poly)peptide for use of claim 1 or 2, wherein the (poly)peptide is to be administered once every 44 hours to
once every 52 hours.

5. The (poly)peptide for use of claim 1 or 2, wherein the (poly)peptide is to be administered once every about 48 hours.

6. The (poly)peptide for use of any of claims 1 to 5, wherein the (poly)peptide is to be administered for a period of at
least 20 days, preferably at least 30 days, more preferably at least 40 days.

7. The (poly)peptide for use of any of claims 1 to 6, wherein the (poly)peptide is to be administered at dose of between
100 mg/kg body-weight and 2000 mg/kg body-weight.

8. The (poly)peptide for use of any of claims 1 to 7, wherein the demyelinating and/or neurodegenerating disorder is
an inflammatory disorder.

9. The (poly)peptide for use of any of claims 1 to 8, wherein the demyelinating and/or neurodegenerating disorder is
a myelinoclastic disorder.

10. The (poly)peptide for use of any of claims 1 to 9, wherein the demyelinating and/or neurodegenerating disorder is
a disorder of the central nervous system (CNS).

11. The (poly)peptide for use of any of claims 1 to 10, wherein the demyelinating and/or neurodegenerating disorder is
an immune disease, preferably an auto-immune disease.

12. The (poly)peptide for use of claim 11, wherein the immune disease is

(a) multiple sclerosis (MS);
(b) Guillain-Barré syndrome (GBS); or
(c) chronic inflammatory demyelinating polyneuropathy (CIDP).

13. The (poly)peptide for use of claim 12, wherein the MS is of the phenotype

(a) Clinically Isolated Syndrome (CIS);
(b) Primary Progressive MS (PPMS);
(c) Secondary Progressive MS (SPMS);
(d) Relapsing-Remitting MS (RRSS); or
(e) an intermediate form of any combination of (a) to (d).

14. The (poly)peptide for use of any of claims 1 to 7 and 10, wherein the demyelinating and/or neurodegenerating
disorder is associated with a shortage or deficiency of

(a) Epidermal Growth Factor (EGF); and/or
(b) cobalamin (Vitamin B12).

15. A method for identifying whether a subject suffering from, or having a risk for developing a disorder according to
claim 1 is amenable for the (preventive or therapeutic) treatment according to any one of claims 1 to 14, comprising
determining the level of the (poly)peptide of claim 1 or 2 in a sample obtained from the subject, wherein the subject
is amenable for the treatment, if the level of the (poly)peptide as defined in claims 1 and 2 is decreased by at least
20% as compared to the level determined in one or more samples obtained from one or more healthy subjects, and
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wherein the (poly)peptide is a naturally occurring (poly)peptide, preferably the full-length (poly)peptide of SEQ ID
NO:1.
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