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Abstract
The congenital disorders of glycosylation (CDG) are a rapidly expanding disease group with protean presentations 

in which the skeletal manifestations are often not appreciated. In this brief review we will discuss the skeletal 
manifestation of CDG patients, their potential clinical and functional impact on the CDG child and their family, and 
consider possible underlying mechanisms of these skeletal manifestations.

Molecular and functional insights into clinical disease phenotypes associated with a primary skeletal dysplasia 
phenotype eg. achondrogenesis type 1A, provides invaluable, mechanistic understanding to pathology in defects 
associated with primary and secondary glycan deficiencies.
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Introduction
Glycosylation is a ubiquitous post translational modification (PTM) 

of proteins and lipids, with an estimated 1% of the human genome 
dedicated to the process [1]. In eukaryotes the linkage of glycans to 
proteins and lipids is carried out by eleven biosynthetic pathways 
[2]. The covalent attachment of a glycan onto a protein constitutes 
the glycosylation process, an important PTM involved in folding, 
stability and interactions of glycoproteins. In eukaryotes the linkage 
of glycans to proteins and lipids is carried out by eleven biosynthetic 
pathways [1], six of which are associated with human genetic disorders. 
The last decade has seen a rapid delineation of genetic glycosylation 
disorders which have been identified predominantly in the individual 
N-linked and O-linked protein glycosylation pathways (16 and 8 
diseases respectively), while combined defects in both the N- and the 
O-glycosylation pathways, or other pathways eg O-Mannosylation 
have also been described (17 diseases). These genetic defects in PTM 
have multi-system clinical manifestations with the central nervous 
system being a consistent site for disease morbidity for the CDG child 
and their family.

The transfer of initial sugar(s) to glycoproteins or glycolipids 
occurs in the endoplasmic reticulum (ER) or on the ER membrane. 
The subsequent addition of the many different sugars that make up 
a mature glycan is accomplished in the Golgi. Golgi membranes are 
embedded with glycosidases, glycosyltransferases, and nucleotide sugar 
transporters from the cis-Golgi to the trans-Golgi network (TGN). 
N-glycosylation starts primarily in the ER while O-glycosylation occurs 
in the Golgi. Recently primary genetic defects within the Golgi network 
have been described in humans and animal models in whom a primary 
skeletal dysplasia phenotype has been the presenting feature, and even a 
lethal manifestation in some cases eg achondrogenesis type 1A (OMIM 
200600). Hypochondroplasia (OMIM 146000) is a common skeletal 
dysplasia due to mutations in the Fibroblast Growth Factor Receptor 
3 gene (FGFR3). Novel mutations in FGFR3 disrupt a putative N- 
glycosylation site and where the phenotype most probably results from 
altered receptor glycosylation [3]. Understanding the pathogenesis of 
defects in these cellular compartments is relevant to understanding the 
embryogeneic defects observed in children with CDG and potentially 
in creating targets treatment options.

While the clinical features observed in CDG are protean, those that 
incur the highest disease burden involve the central nervous system, 

gastrointestinal and cardiac disease systems [4].A previous review 
reported the wide spectrum of skeletal phenotypes reported in CDG 
[5] which are summarised in table 1. In this review we discuss the 
skeletal manifestations of CDG, postulate as to their mechanism, and 
draw correlations from an evolving body of evidence from the primary 
skeletal dysplasia’s.

Skeletal manifestations of the congenital disorders of 
glycosylation

The most common CDG is secondary to Phosphomannomutase 2 
deficiency (PMM2) PMM2-CDG (CDG-Ia) (OMIM212065) [6]. The 
most commonly reported skeletal manifestations of CDG-Ia are those 
of osteopenia, thoracic cage abnormalities, short stature, kyphosis and 
scoliosis. Less common manifestations include a “dysostosis multiplex 
like phenotype”, a “bone-in-bone” appearance, C1-C2 subluxation 
and platyspondyly, a primary skeletal dysplasia reminiscent of a 
type II collagenopathy [7-10]. Some of the observed defects may be 
multifactorial in aetiology eg. joint contractures and camptodactyly 
may be secondarily observed peripheral features as a consequence 
of central nervous system dysfunction. Table 1 summarise the more 
commonly reported skeletal manifestations in CDG patients, and a 
more comprehensive review of the delineated skeletal features are 
summarised in [5]

Peters Plus syndrome (OMIM 261540) is an autosomal recessive 
disorder with the main clinical features involving anterior eye-chamber 
defects, short stature, developmental delay and cleft lip/palate [11]. 
It is caused by mutations in beta-1,3-galactosyltransferase-like gene 
(B3GALTL) which encodes a β1,3-glucosyltransferase [11], which as 
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glucose to an O-Linked fructose and hence is a CDG, B3GALTL-CDG.

Multiple osteochondromas (MO) (OMIM 133700/1) is a common 
autosomal dominant skeletal dysplasia with an estimated incidence 
of 1 in 50,000. The osteochondromas are caused from an increased 
chondrocyte proliferation resulting in disruptive bone growth in the 
bony metaphyses. The ostechondromas contribute to short stature, joint 
deformities with functional decreases in range of movement, and carry 
a 1-5% life time risk of developing into a malignant chondrosacroma 
[12]. This clinical phenotype is created by mutations in Exostosin-1 
(EXT1) and Exostosin-2 (EXT2), which are tumour suppressor genes 
from a multigene family that all encode glycosyltransferases [12]. This 
common skeletal dysplasia is a congenital disorder of glycosylation 
EXT1/EXT2-CDG.

Discussion
The spectrum of skeletal abnormalities observed in CDG suggests 

numerous potential points of bony developmental disruption including:

1.	 Collagen post translational modification (PTM)

2.	 Defects in the Golgi Apparatus and skeletal maturation

3.	 Notch signalling and Nuclear receptor retinoid-related orphan 
receptor (ROR) signalling

4.	 Bone Mineralisation and Remodelling – Small Integrin-
Binding Ligand, N-linked Glycosylation (SIBLING) family

5.	 Glycosaminoglycan (GAG) metabolism

Collagen post translational modification (PTM)

The fibrillar collagens type I and II are found predominantly in the 
extracellular matrices of bone, tendon and skin, and epiphyseal growth 
plate and hyaline cartilage, respectively. Mutations in these genes 
underlie osteogenesis imperfecta and a varied group of conditions 
associated with abnormal type II collagen (COL2A1) (COL1A1 (OMIM 
120150) and COL1A2 (OMIM 120160)), including achondrogenesis 
type II (OMIM 200610), spondyloepiphyseal dysplasia congenita 
(SEDC) (OMIM 183900), Kneist dysplasia (OMIM 156550) and some 
forms of Stickler syndrome (OMIM 108300).

Post-translational modification results in mature collagen I and II 
through N-glycosylation of the C-terminal procollagen and subsequent 
cleavage of the N- and C-terminal propeptide domains. Since molecular 
mutations result in skeletal dysplasia phenotypes through expression of 
abnormal secreted protein eg collagen I and II, it is conceivable that 
defective post-translational N-glycosylation of such matrix protein, 
or disturbed Golgi architecture or function could modify skeletal 

phenotypes in patients with CDG, as defects within these domains 
create primary human skeletal dysplasia phenotype.

Defects in the golgi apparatus and skeletal maturation

The conserved oligomericgolgi apparatus (COG) is constituted 
of 8 subunits (Cog1 to Cog8) and involved in retrograde vesicular 
Golgi trafficking. The importance of COG in Golgi glycosyltransferase 
localization is highlighted by the severe and multisystem clinical 
phenotypes associated with COG subunit efficiencies [13].

Achondrogenesis type 1A is a lethal skeletal dysplasia recently 
identified to be secondary to loos of function in Golgin GMAP-210 
[14]. The Golgins are a family of golgi microtubule-associated proteins 
that sereve as tethering factors to assist in vesicle fusion and golgi 
architecture. Recently a member of the Golgin family of proteins, 
Golgin-84, has been shown to interact with COG via the COG7 subunit 
[15] Craniolenticular dysplasia (OMIM 607812) is an autosomal 
recessive disorder characterised by skeletal dysplasia due to deficiency 
in secretary mutant protein 23A (SEC23A), a protein involved 
generating vesicles to move proteins from the endoplasmic reticulum 
to the Golgi [16]. Mutations affecting trafficking protein particle 
complex 2 (TRAPPC2) is causative for X-linked spondyloepiphyseal 
dysplasia tarda (OMIM 313400) [17]. The gene product Sedlin, plays 
an important role in the transport of proteins between the endoplasmic 
reticulum and the Golgi apparatus [18].

The phenotypic overlap of the skeletal manifestations of CDG 
and conditions such as SED and type II collagenopathies, combined 
with common end points of glycan synthesis and processing i.e. the 
glogi apparatus, suggest common roles in the pathogenesis and the 
importance of animal models in understanding the non-skeletal 
pathogenesis of the CDG-COG family of diseases, especially as skeletal 
defects have been reported in patients with COG deficiencies [5].

Notch signalling and nuclear receptor retinoid-related 
orphan receptor (ROR) signalling

Normal function of the NOTCH signalling pathway is essential 
for correct human embryogenesis, and glycan PTM is an essential 
component in NOTCH regulations. Primary genetic defects in the 
NOTCH pathway create heterogeneous clinical phenotypes including 
congenital cardiac disease (tetralogy of fallot, aortic valve disease), 
Alagille syndrome (OMIM 118450) and Spondylocostaldystosis (SCD) 
(OMIM 277300) [19,20].

The SCD predominantly affect the segmental development of 
vertebrae and ribs. Clinical manifestations of SCD include truncal 
shortening, scoliosis, and restrictive lung defects. The three genes 
implicated in SCD are involved in NOTCH signalling, delta-like 3 gene 
(DLL3) (Type 1), mesoderm posterior 2 gene (MESP2) (Type 2) and 
lunatic fringe gene (LNFG) (and Type 3) [21]. The LNFG gene encodes 
an O-fucose-specific beta 1,3-N-acetylglucosaminyltransferase and is 
in fact classified as a CDG, SCDO3-CDG [22]. Further evidence for 
defective fucosylation interacting with Notch signalling is highlighted 
by CDG-IIc, also known as leukocyte adhesion defect II [23]. CDG-IIc 
is characterised by short stature, dysmorphic facial features, intellectual 
impairment, and a severe immune deficiency with neutropenia [24] 
and is due to a deficiency in the GDP-fucose transporter. GDP-fucose 
is essential for the fucosylation of N-linked glycans and O-fucosylation, 
both processes occurring in the Notch receptors [23].

Clinical feature
Short stature
joint contractures
rhizomelic limbs
osteopenia
kyphosis
scoliosis
C1-C2 instability
platyspondyly
Epi-metaphyseal dysplasia with cartilage herniation
dysostosis multiplex like phenotype
Brachydactyly
camptodactyly

Table 1: Commonly reported skeletal manifestations of CDG (adapted from (5)).
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Isolated brachydactyly is a common skeletal dysplasia that is 
genetically heterogeneous. Mutations in receptor orphan receptor 
tyrosine kinase 2 (ROR2) are associated with brachydactyly type 
B (OMIM 113000) [25], and ROR2 and ROR1 are N-glycosylated 
proteins [26]. Similar clinical phenotypes have been reported in ALG6-
CDG (CDG-Ic) (OMIM 603147) [27,28]. As such it is possible that the 
hypoglycosylation state created by CDG may have led to decreased 
ROR1/2 function thus predisposing to the observed phenotype.

Bone mineralisation and remodelling –small integrin-
binding ligand, N-linked glycosylation (SIBLING) family

Bone is a living dynamic entity, open to repair and remodelling by 
numerous mechanisms. The process of bone mineralisation is another 
avenue for perturbed glycosylation, both primary and secondary, 
to expose clinically significant skeletal phenotypes. Osteopenia is 
a frequently reported skeletal manifestation of PMM2-CDG, and 
recurrent fractures can be a clinically significant sequel [29,30]. 
Secondary aberrations in glycan synthesis and processing augment the 
clinical phenotype encountered by patients with classic Galactosaemia 
(OMIM 600999), in whom osteopenia is a common feature [31,32]. A 
potential cause for this pathology may be defective control of the bone 
remodelling process [32].

The extracellular matrix of dentin and bone contains numerous 
non-collagenous proteins, including the SIBLING family. This family 
includes osteopontin (OPN), bone sialoprotein (BSP), dentin matrix 
protein 1 (DMP1), dentin sialophosphoprotein (DSPP), and matrix 
extracellular phosphoglycoprotein (MEPE). OPN is widely expressed 
in many tissues and undergoes significant glycosylation [33], and may 
function as an inhibitor of bone mineralization [34], and as a regulator 
of osteoclast activity [35]. Isoform specific interactions with OPN and 
BSP are important isoform specific interactions partners for Mucin-
type O-glycoptoteins which are abundantly expressed in the bone [36]. 
DMP1 is an important SIBLING protein and pathogenic mutations in 
this gene are causative for the autosomal recessive hyphophosphatemic 
rickets syndrome (OMIM 241520) [37]. We postulated that 
hypoglycosylation, either in a primary CDG or secondary as in 
Galactosaemia, may significantly interfere with the glycan PTM of the 
SIBLING proteins, and thus creating significant abnormalities with 
bone mineralization.

Glycosaminoglycan (GAG) metabolism

Glycosaminoglycans are synthesised in the Golgi and play integral 
roles in structural integrity of tissues, ligand binding, cell adhesion 
and cell singling [38]. Deficiencies in the synthesis and processing of 
GAG create a subgroup of lysosomal storage disease, most notably 
mucopolysaccharidoses (MPS).

The MPS clinical phenotype commonly involved skeletal disease 
in the form of dysostosis multiplex (DM). DM has been reported in 
PMM2-CDG, but differs from MPS, in that the acetabular roofs are 
not steep as in MPS-DM and in that there is no central pointing of the 
proximal metacarpals, with the tubular bones being undermodeled and 
“bullet” shaped.

Elevated lysosomal enzymes (LEL) have been observed in the 
serum of PM2-CDG, resembling those seen in I-Cell disease, perhaps 
reflecting missorting, defective uptake, or reduced stability of the 
enzymes as a secondary consequence of the defective glycosylation 

[39]. The identification of a “dysostosis multiplex like” phenotype 
and elevated LEL may provide mechanistic insights into the skeletal 
manifestations of CDG.

MO is caused by mutations in EXT1/EXT2 which are members 
of the a family that encode glycosyltransferases which are involved 
in the adhesion and/or polymerization of heparin sulfate (HS) chains 
at HS proteoglycans (HSPG’s) [12].  EXT1 and EXT2 form a hetero 
oligomeric protein complex in the endoplasmatic reticulum, after 
it is transferred to the Golgi apparatus it adds N-acetylglucosamine 
and glucuronic acid residues to the HS-chains [12]. However in the 
case of MO, the HSPG’s accumulate in the cell cytoplasm instead of 
undergoing normal trafficking processes [12].

Primary abnormalities in PTM of GAGs can create clinical 
phenotypes that mimic a primary defect in CDG. A recent example 
is that of the adducted thumb-club foot syndrome (ATCFS) (OMIM 
601776), an autosomal-recessive disorder characterized by dysmorphic 
face, progeroid appearance, congenital contractures of thumbs and 
feet, joint instability, facial clefting, coagulopathy, and other end 
organ dysfunction [40]. ATCFS is secondary to mutations in the 
charbohydrate sulfotransferase 14 (CHST14) gene which encodes 
N-acetylgalactosamine 4-O-sulfotransferase 1 (D4ST1) [40]. D4ST1 
catalyzes 4-O sulfation of N-acetylgalactosamine, an essential step in 
dermatan sulfate biosynthesis [40].

Conclusion
The skeletal manifestations of CDG can be lost amongst the 

significant disease burden impacted by other disease systems such as 
the neurological manifestations. PMM2-CDG carries a 20-25% risk of 
lethality during infancy. Skeleton involvement in CDG has significant 
potential to impact negatively on the CDG child and their family, for 
example, reduced capacity to perform activities of daily living associated 
with rhizomeliic shortening of upper limbs, recurrent fractures from 
osteopenia, decreased mobility associated with joint contractures, and 
potential mortality from cervical cord compression associated with 
cervical spine instability.

The process of glycan PTM is also of paramount importance to 
proteins implicated in the development of cartilage and bone and also 
in skeletal patterning pathways. Aberrant glycosylation impacting 
on bone health and integrity, both in primary CDG conditions and 
secondary hypoglycosylation states provides opportunities for greater 
understanding of the molecular mechanisms associated with skeletal 
dysplasia disease, and such understanding provides possibilities for 
novel treatments.
References

1.	 Freeze HH (2006) Genetic defects in the human glycome. Nat Rev Genet 7: 
537-551.

2.	 Spiro RG (2002) Protein glycosylation: nature, distribution, enzymatic formation, 
and disease implications of glycopeptide bonds. Glycobiology 12: 43R-56R.

3.	 Winterpacht A, Hilbert K, Stelzer C, Schweikardt T, Decker H, et al. (2000) A 
novel mutation in FGFR-3 disrupts a putative N-glycosylation site and results in 
hypochondroplasia. Physiol Genomics 2: 9-12.

4.	 Eklund EA, Freeze HH (2006) The congenital disorders of glycosylation: a 
multifaceted group of syndromes. NeuroRx 3: 254-263.

5.	 Coman D, Irving M, Kannu P, Jaeken J, Savarirayan R (2008) The skeletal 
manifestations of the congenital disorders of glycosylation. Clin Genet 73: 507-
515.

http://www.ncbi.nlm.nih.gov/pubmed/16755287
http://www.ncbi.nlm.nih.gov/pubmed/16755287
http://www.ncbi.nlm.nih.gov/pubmed/12042244
http://www.ncbi.nlm.nih.gov/pubmed/12042244
http://www.ncbi.nlm.nih.gov/pubmed/11015576
http://www.ncbi.nlm.nih.gov/pubmed/11015576
http://www.ncbi.nlm.nih.gov/pubmed/11015576
http://www.ncbi.nlm.nih.gov/pubmed/16554263
http://www.ncbi.nlm.nih.gov/pubmed/16554263
http://www.ncbi.nlm.nih.gov/pubmed/18462449
http://www.ncbi.nlm.nih.gov/pubmed/18462449
http://www.ncbi.nlm.nih.gov/pubmed/18462449


Citation: Coman D, Savarirayan R (2012) The Skeletal Manifestations of Deranged Glycosylation. Pediatr Therapeut S3:002. doi:10.4172/2161-0665.
S3-002

Page  4  of 4

Pediatr Therapeut                           ISSN: 2161-0665 Pediatrics, an open access journal
Abnormal Glycosylation 

in Children

6. Jaeken J, Matthijs G (2007) Congenital disorders of glycosylation: a rapidly 
expanding disease family. Annu Rev Genomics Hum Genet 8: 261-278.

7. Garel C, Baumann C, Besnard M, Ogier H, Jaeken J, et al. (1998) Carbohydrate-
deficient glycoprotein syndrome type I: a new cause of dysostosis multiplex. 
Skeletal Radiol 27: 43-45.

8. Clayton PT, Winchester BG, Keir G (1992) Hypertrophic obstructive 
cardiomyopathy in a neonate with the carbohydrate-deficient glycoprotein 
syndrome. J Inherit Metab Dis 15: 857-861.

9. Schade van Westrum SM, Nederkoorn PJ, Schuurman PR, Vulsma T, Duran 
M, et al. (2006) Skeletal dysplasia and myelopathy in congenital disorder of 
glycosylation type IA. J Pediatr 148: 115-117.

10.	Coman D, Bostock D, Hunter M, Kannu P, Irving M, et al. (2008) Primary 
skeletal dysplasia as a major manifesting feature in an infant with congenital 
disorder of glycosylation type Ia. Am J Med Genet A 146: 389-392.

11. Heinonen TY, Maki M (2009) Peters’-plus syndrome is a congenital disorder 
of glycosylation caused by a defect in the beta1,3-glucosyltransferase that 
modifies thrombospondin type 1 repeats. Ann Med 41: 2-10.

12.	Jennes I, Pedrini E, Zuntini M, Mordenti M, Balkassmi S, et al. (2009) 
Multiple osteochondromas: mutation update and description of the multiple 
osteochondromas mutation database (MOdb). Hum Mutat 30: 1620-1627.

13.	Zeevaert R, Foulquier F, Jaeken J, Matthijs G (2008) Deficiencies in subunits 
of the Conserved Oligomeric Golgi (COG) complex define a novel group of 
Congenital Disorders of Glycosylation. Mol Genet Metab 93: 15-21.

14.	Smits P, Bolton AD, Funari V, Hong M, Boyden ED, et al. (2010) Lethal skeletal 
dysplasia in mice and humans lacking the golgin GMAP-210. N Engl J Med 
362: 206-216.

15.	Sohda M, Misumi Y, Yamamoto A, Nakamura N, Ogata S, et al. (2010) 
Interaction of Golgin-84 with the COG complex mediates the intra-Golgi 
retrograde transport. Traffic 11: 1552-1566.

16.	Boyadjiev SA, Kim SD, Hata A, Haldeman-Englert C, Zackai EH, et al. (2011) 
Cranio-lenticulo-sutural dysplasia associated with defects in collagen secretion. 
Clin Genet 80: 169-176.

17.	Savarirayan R, Thompson E, Gécz J (2003) Spondyloepiphyseal dysplasia 
tarda (SEDL, MIM #313400). Eur J Hum Genet 11: 639-642.

18.	Choi MY, Chan CC, Chan D, Luk KD, Cheah KS, et al. (2009) Biochemical 
consequences of sedlin mutations that cause spondyloepiphyseal dysplasia 
tarda. Biochem J 423: 233-242.

19.	Jafar-Nejad H, Leonardi J, Fernandez-Valdivia R (2010) Role of glycans and 
glycosyltransferases in the regulation of Notch signaling. Glycobiology 20: 931-
949.

20.	Takeuchi H, Haltiwanger RS (2010) Role of glycosylation of Notch in 
development. Semin Cell DevBiol 21: 638-645.

21.	Coman D, Bacic S, Boys A, Sparrow DB, Dunwoodie SL, et al. (2008) 
Spondylocostaldysostosis in a pregnancy complicated by confined placental 
mosaicism for tetrasomy 9p. Am J Med Genet A 146A: 1972-1976.

22.	Jaeken J (2010) Congenital disorders of glycosylation. Ann N Y AcadSci 1214: 
190-198.

23.	Ishikawa HO, Higashi S, Ayukawa T, Sasamura T, Kitagawa M, et al. (2005) 
Notch deficiency implicated in the pathogenesis of congenital disorder of 
glycosylation IIc. ProcNatlAcadSci U S A 102: 18532-18537.

24.	Marquardt T, Brune T, Lühn K, Zimmer KP, Körner C, et al. (1999) Leukocyte 
adhesion deficiency II syndrome, a generalized defect in fucose metabolism. J 
Pediatr 134: 681-688.

25.	Afzal AR, Jeffery S (2003) One gene, two phenotypes: ROR2 mutations 
in autosomal recessive Robinow syndrome and autosomal dominant 
brachydactyly type B. Hum Mutat 22: 1-11.

26.	Paganoni S, Anderson KL, Ferreira A (2004) Differential subcellular localization 
of Ror tyrosine kinase receptors in cultured astrocytes. Glia 46: 456-466.

27.	Drijvers JM, Lefeber DJ, de Munnik SA, Pfundt R, van de Leeuw N, et al. 
(2010) Skeletal dysplasia with brachytelephalangy in a patient with a congenital 
disorder of glycosylation due to ALG6 gene mutations. Clin Genet 77: 507-509.

28.	Sun L, Eklund EA, Van Hove JL, Freeze HH, Thomas JA (2005) Clinical and 
molecular characterization of the first adult congenital disorder of glycosylation 
(CDG) type Ic patient. Am J Med Genet A 137: 22-26.

29.	Barone R, Pavone V, Pennisi P, Fiumara A, Fiore CE (2002) Assessment of 
skeletal status in patients with congenital disorder of glycosylation type IA. Int 
J Tissue React 24: 23-28.

30.	Coman D, McGill J, MacDonald R, Morris D, Klingberg S, et al. (2007) 
Congenital disorder of glycosylation type 1a: three siblings with a mild 
neurological phenotype. J ClinNeurosci 14: 668-672.

31.	Coman DJ, Murray DW, Byrne JC, Rudd PM, Bagaglia PM, et al. (2010) 
Galactosemia, a single gene disorder with epigenetic consequences. Pediatr 
Res 67: 286-292.

32.	Panis B, van Kroonenburgh MJ, Rubio-Gozalbo ME (2007) Proposal for the 
prevention of osteoporosis in paediatric patients with classical galactosaemia. 
J Inherit Metab Dis 30: 982.

33.	Sodek J, Ganss B, McKee MD (2000) Osteopontin. Crit Rev Oral Biol Med 11: 
279-303.

34.	Boskey AL, Spevak L, Paschalis E, Doty SB, McKee MD (2002) Osteopontin 
deficiency increases mineral content and mineral crystallinity in mouse bone. 
Calcif Tissue Int 71: 145-154.

35.	Razzouk S, Brunn JC, Qin C, Tye CE, Goldberg HA, et al. (2002) Osteopontin 
posttranslational modifications, possibly phosphorylation, are required for in 
vitro bone resorption but not osteoclast adhesion. Bone 30: 40-47.

36.	Miwa HE, Gerken TA, Jamison O, Tabak LA (2010) Isoform-specific 
O-glycosylation of osteopontin and bone sialoprotein by polypeptide 
N-acetylgalactosaminyltransferase-1. J BiolChem 285: 1208-1219.

37.	Farrow EG, Davis SI, Ward LM, Summers LJ, Bubbear JS, et al. (2009) Molecular 
analysis of DMP1 mutants causing autosomal recessive hypophosphatemic 
rickets. Bone 44: 287-294.

38.	Salmivirta M, Lidholt K, Lindahl U (1996) Heparan sulfate: a piece of information. 
FASEB J 10: 1270-1279.

39.	Barone R, Carchon H, Jansen E, Pavone L, Fiumara A, et al. (1998) Lysosomal 
enzyme activities in serum and leukocytes from patients with carbohydrate-
deficient glycoprotein syndrome type IA (phosphomannomutase deficiency). J 
Inherit Metab Dis 21: 167-172.

40.	Dündar M, Müller T, Zhang Q, Pan J, Steinmann B, et al. (2009) Loss of 
dermatan-4-sulfotransferase 1 function results in adducted thumb-clubfoot 
syndrome. Am J Hum Genet 85: 873-882.

This article was originally published in a special issue, Abnormal 
Glycosylation in Children handled by Editor(s). Dr. Eva Morava, Radboud 
University Center, Netherlands

http://www.ncbi.nlm.nih.gov/pubmed/17506657
http://www.ncbi.nlm.nih.gov/pubmed/17506657
http://www.ncbi.nlm.nih.gov/pubmed/1293380
http://www.ncbi.nlm.nih.gov/pubmed/1293380
http://www.ncbi.nlm.nih.gov/pubmed/1293380
http://www.ncbi.nlm.nih.gov/pubmed/16423609
http://www.ncbi.nlm.nih.gov/pubmed/16423609
http://www.ncbi.nlm.nih.gov/pubmed/16423609
http://www.ncbi.nlm.nih.gov/pubmed/18203160
http://www.ncbi.nlm.nih.gov/pubmed/18203160
http://www.ncbi.nlm.nih.gov/pubmed/18203160
http://www.ncbi.nlm.nih.gov/pubmed/18720094
http://www.ncbi.nlm.nih.gov/pubmed/18720094
http://www.ncbi.nlm.nih.gov/pubmed/18720094
http://www.ncbi.nlm.nih.gov/pubmed/19810120
http://www.ncbi.nlm.nih.gov/pubmed/19810120
http://www.ncbi.nlm.nih.gov/pubmed/19810120
http://www.ncbi.nlm.nih.gov/pubmed/17904886
http://www.ncbi.nlm.nih.gov/pubmed/17904886
http://www.ncbi.nlm.nih.gov/pubmed/17904886
http://www.ncbi.nlm.nih.gov/pubmed/20089971
http://www.ncbi.nlm.nih.gov/pubmed/20089971
http://www.ncbi.nlm.nih.gov/pubmed/20089971
http://www.ncbi.nlm.nih.gov/pubmed/20874812
http://www.ncbi.nlm.nih.gov/pubmed/20874812
http://www.ncbi.nlm.nih.gov/pubmed/20874812
http://www.ncbi.nlm.nih.gov/pubmed/21039434
http://www.ncbi.nlm.nih.gov/pubmed/21039434
http://www.ncbi.nlm.nih.gov/pubmed/21039434
http://www.ncbi.nlm.nih.gov/pubmed/12939648
http://www.ncbi.nlm.nih.gov/pubmed/12939648
http://www.ncbi.nlm.nih.gov/pubmed/19650763
http://www.ncbi.nlm.nih.gov/pubmed/19650763
http://www.ncbi.nlm.nih.gov/pubmed/19650763
http://www.ncbi.nlm.nih.gov/pubmed/20368670
http://www.ncbi.nlm.nih.gov/pubmed/20368670
http://www.ncbi.nlm.nih.gov/pubmed/20368670
http://www.ncbi.nlm.nih.gov/pubmed/20226260
http://www.ncbi.nlm.nih.gov/pubmed/20226260
http://www.ncbi.nlm.nih.gov/pubmed/18627039
http://www.ncbi.nlm.nih.gov/pubmed/18627039
http://www.ncbi.nlm.nih.gov/pubmed/18627039
http://www.ncbi.nlm.nih.gov/pubmed/16344471
http://www.ncbi.nlm.nih.gov/pubmed/16344471
http://www.ncbi.nlm.nih.gov/pubmed/16344471
http://www.ncbi.nlm.nih.gov/pubmed/10356134
http://www.ncbi.nlm.nih.gov/pubmed/10356134
http://www.ncbi.nlm.nih.gov/pubmed/10356134
http://www.ncbi.nlm.nih.gov/pubmed/12815588
http://www.ncbi.nlm.nih.gov/pubmed/12815588
http://www.ncbi.nlm.nih.gov/pubmed/12815588
http://www.ncbi.nlm.nih.gov/pubmed/15095375
http://www.ncbi.nlm.nih.gov/pubmed/15095375
http://www.ncbi.nlm.nih.gov/pubmed/20447155
http://www.ncbi.nlm.nih.gov/pubmed/20447155
http://www.ncbi.nlm.nih.gov/pubmed/20447155
http://www.ncbi.nlm.nih.gov/pubmed/16007612
http://www.ncbi.nlm.nih.gov/pubmed/16007612
http://www.ncbi.nlm.nih.gov/pubmed/16007612
http://www.ncbi.nlm.nih.gov/pubmed/12013150
http://www.ncbi.nlm.nih.gov/pubmed/12013150
http://www.ncbi.nlm.nih.gov/pubmed/12013150
http://www.ncbi.nlm.nih.gov/pubmed/17451957
http://www.ncbi.nlm.nih.gov/pubmed/17451957
http://www.ncbi.nlm.nih.gov/pubmed/17451957
http://www.ncbi.nlm.nih.gov/pubmed/19952866
http://www.ncbi.nlm.nih.gov/pubmed/19952866
http://www.ncbi.nlm.nih.gov/pubmed/19952866
http://www.ncbi.nlm.nih.gov/pubmed/17849233
http://www.ncbi.nlm.nih.gov/pubmed/17849233
http://www.ncbi.nlm.nih.gov/pubmed/17849233
http://www.ncbi.nlm.nih.gov/pubmed/11021631
http://www.ncbi.nlm.nih.gov/pubmed/11021631
http://www.ncbi.nlm.nih.gov/pubmed/12073157
http://www.ncbi.nlm.nih.gov/pubmed/12073157
http://www.ncbi.nlm.nih.gov/pubmed/12073157
http://www.ncbi.nlm.nih.gov/pubmed/11792563
http://www.ncbi.nlm.nih.gov/pubmed/11792563
http://www.ncbi.nlm.nih.gov/pubmed/11792563
http://www.ncbi.nlm.nih.gov/pubmed/19880513
http://www.ncbi.nlm.nih.gov/pubmed/19880513
http://www.ncbi.nlm.nih.gov/pubmed/19880513
http://www.ncbi.nlm.nih.gov/pubmed/19007919
http://www.ncbi.nlm.nih.gov/pubmed/19007919
http://www.ncbi.nlm.nih.gov/pubmed/19007919
http://www.ncbi.nlm.nih.gov/pubmed/8836040
http://www.ncbi.nlm.nih.gov/pubmed/8836040
http://www.ncbi.nlm.nih.gov/pubmed/9584269
http://www.ncbi.nlm.nih.gov/pubmed/9584269
http://www.ncbi.nlm.nih.gov/pubmed/9584269
http://www.ncbi.nlm.nih.gov/pubmed/9584269
http://www.ncbi.nlm.nih.gov/pubmed/20004762
http://www.ncbi.nlm.nih.gov/pubmed/20004762
http://www.ncbi.nlm.nih.gov/pubmed/20004762

	Title
	Corresponding author
	Abstract
	Introduction
	Skeletal manifestations of the congenital disorders of glycosylation

	Discussion
	Collagen post translational modification (PTM)
	Defects in the golgi apparatus and skeletal maturation
	Notch signalling and nuclear receptor retinoid-related orphan receptor (ROR) signalling
	Bone mineralisation and remodelling -small integrin-binding ligand, N-linked glycosylation (SIBLING)
	Glycosaminoglycan (GAG) metabolism

	Conclusion
	References
	Table 1

