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ARTICLE INFO ABSTRACT

Article history: Proteoglycans (PGs) are a diverse family of proteins that consist of one or more glycosaminoglycan (GAG) chains,
Recewed 2 May 2015 covalently linked to a core protein. PGs are major components of the extracellular matrix (ECM) and play critical
Received in revised form 17 July 2015 roles in development, normal function and damage-response of the central nervous system (CNS). GAGs are classi-
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fied based on their disaccharide subunits, into the following major groups: chondroitin sulfate (CS), heparan sulfate
(HS), heparin (HEP), dermatan sulfate (DS), keratan sulfate (KS) and hyaluronic acid (HA). All except HA are mod-
ified by sulfation, giving GAG chains specific charged structures and binding properties. While significant neurosci-
ence research has focused on the role of one PG family member, chondroitin sulfate proteoglycan (CSPG), there is
ample evidence in support of a role for the other PGs in regulating CNS function in normal and pathological condi-
tions. This review discusses the role of all the identified PG family members (CS, HS, HEP, DS, KS and HA) in normal
CNS function and in the context of pathology. Understanding the pleiotropic roles of these molecules in the CNS may
open the door to novel therapeutic strategies for a number of neurological conditions.
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1. Introduction

The extracellular matrix (ECM) is composed of a wide variety of gly-
coproteins and proteoglycans which act together to produce a complex
and dynamic environment. The ECM plays a critical role in maintaining
the structural integrity of the nervous system through its many effects
on neurons, glia, inflammatory cells and other cell types. Proteoglycans
(PGs) form an integral component of the ECM and are essential for the
biology of the nervous system. PGs are a group of glycoconjugates
consisting of glycosaminoglycan (GAG) side chains covalently linked
to a core protein. GAGs are a heterogeneous family of linear polysaccha-
rides composed of a repeating disaccharide unit. The identity of
the disaccharide unit results in a classification of GAGs into five
major groups: chondroitin sulfate (CS), heparin (HEP) and heparan sul-
fate (HS), dermatan sulfate (DS), keratan sulfate (KS) and hyaluronic
acid (HA). HS chains are made up of repeating disaccharides of N-
acetylglucosamine (GIcNAc) and glucuronic acid (GlcA), while CS con-
tains N-acetylgalactosamine (GalNAc) and GlcA, DS contains GalNAc
and iduronic acid (IdoA) and KS contains galactose and GalNAc residues.
HA is composed of GIcNAc and GlcA disaccharides. For HS, CS, and DS,
the GAG chains are attached to protein cores via a tetrasaccharide link-
age region bound to a serine residue, while HA chains are not attached
to a protein core. The structural heterogeneity and complexity of HS,
CS, DS, and KS are controlled by enzymatic modifications, including
sulfation and epimerization, which dictate their distinct biological func-
tions. Different sulfation patterns result in variable charged modules
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along the GAG chains producing specific binding sites for a wide variety
of molecules and receptors (Fig. 1). In addition, the protein cores can af-
fect the function of PGs by localizing the GAGs to particular regions. Sul-
fated GAGs are ubiquitous to the animal kingdom in both vertebrate and
invertebrate phylogenetic tree, whereas in the bacterial kingdom only
non-sulfated chains of GAGs are found (Yamada et al., 2011). The ap-
pearance of CS and HS, in the animal kingdom, coincides with the emer-
gence of eumetazoa, which are animals that display true tissues
organized into germ layers that produce neurons (Yamada et al.,
2011). In this review we attempt to present a global overview of the lit-
erature surrounding the role of PGs in the nervous system, with a partic-
ular focus on the role of GAG patterning in the normal and pathological
CNS. Topics to be covered include the general biological function of PGs
in the CNS including, the role of these molecules in neurodevelopment,
neuroplasticity and neuropathology.

2. Synthesis of proteoglycans

The biosynthesis of GAGs does not follow the classical DNA-RNA-
protein paradigm in which there is a template; rather, it is a dynamic
enzymatically-regulated process that enables the structural heteroge-
neity of these molecules (Prydz and Dalen, 2000). The function of the
sulfation patterning in the CNS will be discussed in more detail later in
this review. GAG biosynthesis commences in the late endoplasmic retic-
ulum and/or the cis-Golgi compartment, with the addition of a xylose to
specific amino acid residues on core proteins by xylosyltransferase
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Fig. 1. Structure of HS domains. A: Structural features of HS. HS is comprised repeating disaccharide units (GlcA or IdoA and GIcN) and may carry patches of sulfation interspersed with
unsulfated regions creating specific domains, namely NS (N-sulfated)-, NA (N-acetylated) and NA/NS-domains. B: Structure of HS demonstrating a dense negative electrostatic potential
for NS-domain and less negative electrostatic potential for the NA-domain (red: negative; blue: positive and white: neutral). C: Van der Walls Radii representation of the NS-domain
(carbon atoms in cyan), NA/NS-domain (carbon atoms in green) and NA-domain (carbon atoms in gray). Isosurfaces of the potential were visualized in VMD (Humphrey et al., 1996).
The VMD PMEPOT plugin was used to compute the electrostatic potentials (Aksimentiev and Schulten, 2005).
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