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Introduction
Glycomics is comparative study of all glycans expressed in 

biological system. Unlike genomics and proteomics, it is technically 
difficult to obtain the complete profile of glycome as glycan are 
bound to proteins directly correlated to genome. Glycan are 
produced from proteins like metabolic products. These acts as 
unique molecules which link the three major areas of genomics, 
proteomics and metabolomics. Glycosylation is one of the most 
common Post Translation Modifications (PTMs) of secreted 
protein [1]. The attachment and processing of a diversity of glycans 
at each glycosylation site on glycoproteins leads to its modification 
and each glycoprotein is therefore the collection of ‘glycoforms’. 
The glycoforms populations of glycoprotein is cell and protein 
specific and highly reproducible in a given physiological state, but 
alter in case of disease condition [2]. In various diseases, including 
cancer, glycosylation has been crucial event affected by biochemical 
environment; therefore, interest in profiling the glycome has 
increased owing to the potential of glycans for disease marker. 
In last several years major attention have been paid in biomarker 
identification for prognosis of disease, by using serum protein or 
peptide profile and mass spectrometry techniques [3]. Although, 
identification of marker based on mass spectrometry peaks produced 
by Surface-Enhanced Lased Desorption/Ionization (SELDI) or 
Matrix Assisted Laser Desorption/Ionization (MALDI), in case of 
proteins/peptide biomarkers lacks sensitivity and reproducibility 
which remains big issues in making this technique reliable [4]. The 
promise of glycoproteomics lies in identification of disease marker, 
as oligosaccharide can be more easily identified and quantified, 
by focusing on glycosylated proteins; the number of potential 
oligosaccharide marker to be investigated is significantly smaller as 
compared to the number of potential peptide or protein biomarker 
[6]. In this review we have tried to emphasize on the newly developed 
technologies for identification of potential glycobiomarker for 
diseases and the future challenges for development of reliable and 
promising biomarkers for disease [7].

Proteoglycans the Major Player in Disease
Proteoglycans (PGs) are ubiquitously found on virtually all cell 

surfaces and basement membrane of tissues. The interaction of 

PGs with proteins, mediates many biological processes including 
cell-cell and cell matrix interactions, growth factor sequestration, 
chemokine and cytokine activation, microbial recognition, 
tissue morphogenesis during embryonic development, and cell 
migration and proliferation [8-12]. To study the role of PGs in 
disease is challenging because of tremendous structural diversity 
of glycoconjugates constituted by core proteins posttranslational 
modified with liner, anionic polysaccharide, Glycosaminoglycans 
(GAGs) consisting of repeating disaccharides. The glycomics 
and proteomics based study of GAG chain and protein core on 
proteoglycans, can serve to identify new proteoglycans, catalog 
subset of proteome that show the level, type, and structure of 
GAG substitution, quantify PGs, investigate structure-function 
relationships, and study the impact of PGs in development or 
disease [13]. The post translational modification of PGs effects 
normal physiological condition for example, modification in the 
versican and decorin core proteins are linked to adenocarcinoma 
eucharis [14]. The integrin distributions have been affected by the 
posttranslational modification of lumican core protein interacting 
with melanoma cells [15]. Glypican is S-nitrosylated on its protein 
core to allow processing of polyamine uptake [16]. The promise of 
proteoglycomics underlies in developing new diagnostic values for 
diseases, recent work by Wang et al. has demonstrated the role of 
heparin sulfate proteoglycan (HSPG), glypican-3 (GPC3) as marker 
of Hepatocellular Carcinoma (HCC) [17]. Immunofluorescence 
microscopy imaging allow the spatial distribution and visualization 
of PGs in cells and tissues, currently a number of well characterized 
Monoclonal Antibodies (mAbs) are available commercially that 
react specifically with PG-related epitopes. Two IgM type mAbs, 

*Corresponding author: Abhai Kumar, Department of Microbiology,
Institute of Medical Sciences, Banaras Hindu  University, Varanasi-221005,
India, Tel No: +91-542-2307516/2307535; Fax: +91-542-23675287; E-mail:
singhabhai2000@gmail.com 

Received January 08, 2014; Accepted January 15, 2014; Published January 20, 
2014

Citation: Kumar A, Singh S, Nath G (2014) Proteoglycomics and Disease Marker: 
Promises and Future Challenges. Adv Tech Biol Med 2: 113. doi: 10.4172/2379-
1764.1000113

Copyright: © 2014 Kumar A. This is an open-access article distributed under the 
terms of the Creative Commons Attribution License, which permits unrestricted 
use, distribution, and reproduction in any medium, provided the original author and 
source are credited.

Abstract
Proteoglycomics is a systematic study of structure, expression, and function of proteoglycans, post-translationally 

modified subset of proteome. The process of glycan synthesis relies on number of highly competitive process involving 
glycosyl tranferases. Therefore, the process of glycosylation is highly sensitive to biochemical environment and has 
been implicated in many diseases including cancer. Recently, the interest in profiling glycome has increased for the 
potential of glycan as disease marker. The established technologies of proteomics and glycomics, proteoglycomics 
research requires unique approaches for elucidating structure-function relationship of proteoglycan components, 
glycosaminoglycans chain and core protein. This review discuss on the existing newly developed technologies 
widely involved in profiling glycome and role of proteoglycans that can be used as potential marker for disease 
condition. 
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10E4 and 3G10 have been used in HSPG immune-detection [18-
21]. Antibodies against epitopes specific to other GAG types have 
been generated, characterized, and used for immune-fluorescent 
detection of PGs in rat brain [22]. The pioneering work of has 
used anti-HS, domain-specific mAbs generated through phage 
display and bio-panning technology that has higher affinity and 
specificity than IgM type mAbs generated by immunization used in 
spatial profiling of HS structural domain in kidney [23]. Antibodies 
against epitopes specific to GAG types have been generated through 
immune-fluorescent detection of PGs in rat brain [22]. Lauer and 
coworker used fluorophore-assisted carbohydrate electrophoresis 
to examine changes in kidney HS disaccharide composition at 
different time point from the onset of streptozotocin-induced 
diabetes in rats [24]. 

Methods for Identification of Glycan Disease Marker
The mass spectrometry technology has large impact on the 

discovery and quality of glycan disease markers. Apart from 
proper study design, sample selection and chemical processing of 
samples for mass spectrometry analysis play major role in mass 
spectrometry analysis for discovery of glycan. Glycans are generally 
isolated from glycoprotein by first cleaving off the glycans and than 
purifying them with solid phase extraction or High Performance 
Liquid Chromatography (HPLC). The concentrations of samples 
are performed with vacuum centrifuges or lyophilizers before mass 
spectrometry analysis. Glycan derivatization (e.g. methylation, 
permethylation) to improve ionization and stability of ions in the mass 
spectrometer. Glycans are attached on glycoproteins via nitrogen 
on an asparagine N-linked glycans (N-glycans), while O-linked 
glycan (O-glycan) attach via oxygen on a serine or threonine, the 
release of glycan from glycoproteins is done by either reductive beta 
elimination, most commonly used for releasing O-glycan, while 
peptide N-glycosidase F (PNGase F) enzymatic cleavage is the most 
common for releasing N-glycans [4,25-27]. Ammonia- based beta 
elimination reaction is alternatively used against beta elimination 
reaction to overcome peeling reaction, where strong base cleaves 
off a monosaccharide from glycan producing degraded structures 
[28].Alternatively, hydrazinolysis can be used to release N-linked 
and O-linked glycans simultaneously but is rarely used owing to 
the relative difficulty and hazards of the process (Merry et. al., 
2002) [29]. Hydrazine monohydrate substitutions have been used 
to decrease explosion danger of anhydrous hydrazine but were 
not as effective in the release of the glycans [30]. The glycoprotein 
samples for mass spectrometry analysis contain high level of salt, 
which decreases the ionization of the desired analyte. Desalting is 
often accomplished by filtration and dialysis, cation exchange resin 
or carbon- based column adsorption [4, 26-28,31,32].

Isolation of glycans from peptide or protein present in the 
solution is necessary because the ionization of protein or peptide 
occurs more readily which suppress glycan signals. The difference 
in polarity between peptide and glycans, has been used for 
purification of glycans. Large amount of protein can be precipitated 
from the solution using methanol, ethanol, or acetone [4,26,31,32]. 
Lectin affinity enrichment has also been used to concentrate the 
glycoproteins before glycan release. C18 stationary phase are used 
to retain residual amounts of proteins [33-35,37,38]. Amine, amide 
and graphitized carbon media can be used to retain glycans for 
further elution into solution [38-40].

 Sample concentration for glycan detection is necessary which 

is alternatively done by vacuum centrifugation, lyophilization or 
bubbling dry nitrogen gas through the sample [28,29,32,41]. The 
derivatization of glycan is done before MS analysis as derivatization 
increases sensitivity and decreases fragmentation, this is particularly 
important for fucosylated and sialylated glycan because soft 
ionization source of electrospray and less soft MALDI can do their 
fragmentation [42]. Furthermore derivatization prevents the pre-
fractionation by solid phase extraction. The abundance of sialylated 
glycans in human serum can suppress less abundant component 
such as high mannose glycans. The solid phase extraction methods 
are applied to concentrate high mannose glycan from the mixture 
by using varying ratio of water and acetonitrile which can be better 
visualized by mass spectrometry. Several method are applied to 
stabilize sialic acid to improve glycan stability and ion stability in 
mass spectrometer, these methods mainly includes methylation, 
permethylation and pyridylamination, these methods also have 
benefit of positive ion detection of sialylated glycans concurrently 
with neutral glycans [30,32-36,42]. The liquid chromatography can 
be used to monitor oligosaccharide, whose reducing end can be 
incorporated by fluorescent tags or by stable isotopes that enables 
relative quantitation [28,38-40,42]. 

Mass Spectrometry and Glycan Mass Profiling
The complete mixtures of Glycan are analyzed by obtaining 

masses with little or no separation is called as Glycan Mass Profiling 
(GMP). The complete compositional profile with regard to number 
of sialic acids, fucose, hexose and N-acetyl hexosamine is produced 
by this method [43]. GMP cannot distinguish between isomeric 
species (compounds with identical mass and composition) whereas 
it provides analysis on basis of mass and, therefore, composition. 
Glycan mass profiling is usually performed with MALDI or ESI as 
ionization source with only crude method of glycan purification. 
Glycan mass profiling is done using a Matrix-Assisted Laser 
Desorption/Ionization Fourier Transform Ion Cyclotron Resonance 
(MALDI-FTICR) mass spectrometer equipped with 7.0T magnet 
and infrared multi-photon dissociation (IRMPD) for tandem mass 
spectrometry. The FTICR mass analyzer with its high resolution of 
105-106 at full width with half maximum and high mass accuracy 
of less than 10 parts per million (ppm) on internal standard used to 
profile glycan using exact masses [43]. 

During particular case of cancer the extent of glycosylation and 
type of O-glycans and N-glycans changes [44,45]. The selection of 
biomarker discovery on the basis of O-glycan or N-glycan release 
is not the trival choice. Previous studies have shown profound 
change in O-glycan in case of cancer, however, limited study on 
ovarian and breast has shown increase in N-glycan level between 
disease and control, however, it was found that O-glycan was 
contaminated with large number of N-glycan even when release 
procedure was reported to produce predominantly O-glycan 
[46,47]. The composition and the structure were confirmed by 
tandem MS including CID and IRMPD. The mass profiling studies 
to release N-glycan and those N-linked glycans with trimannosyl 
core (Man3GlcNAc2) and complex type N-glycan containing sialic 
acid found predominantly in human serum were profile by using 
mass profiling studies[27,31] . For obtaining putative structure of 
N-glycome from the composition, a theoretical library of human 
serum N-glycome was developed, which is highly effective for 
automatically annotating mass spectrum with a low false positive 
rate [27].
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binding protein has long been used in techniques such as blot, flow 
cytometry and immunohistochemistry to characterize serum or cell 
by focusing on individual glycan [56-61]. The sugar isomers can 
be differentially discriminated by lectin based approaches [63]. 
The availability of large number of lectins with variety of glycan 
specificities, provide an alternative for structure analysis by using 
them in microarray to provide more accurate and detailed “cell 
surface glycan signatures”. Lectin microarray has been used for 
immune cell differentiation, pathogen cell tropism and cancer-stem 
cell identification. Hsu and Coworker used 21 lectin microarrays 
to distinguish O-antigen on Lipopolysaccharides (LPS) of bacterial 
cell surfaces, further the lectin microarray were used to capture 
glycosylation- defective cell lines [64]. The key features of infectious 
pathogen is their ability to directly bind to cell surface receptor 
via adhesin, the vast majority of adhesin are lectin. Which bind 
with carbohydrate moieties on cell surface and it help to trace the 
pathogen tropism and host-pathogen interaction [65]. 

The glycan-lectin interaction is relatively weak in comparison 
with antigen-antibody interaction. The problem of scanning of 
lectin microarray through scanner is weak signal, because some 
glycan dissociate from glycan-lectin during washing process [66]. 
Unfortunately most conventional microarray scanner requires 
the washing process. Hirabayashi and coworker has developed a 
unique lectin microarray based on the principle of evanescent-field 
fluorescence detection, the sensitivity of the array platform is up 
to 10pg of protein for assay [66]. During the case of carcinogenesis 
and oncogenesis the gene expression pattern of individual glycosyl-
tranferases alter which correlates with the changes in glycosylation. 
Therefore it is possible to identify cell surface glycan by means of 
differential profiling, owing to its high sensitivity and accuracy, 
lectin microarray is best tool for selection of cancer –specific lectins 
and for quality control of stem cell before transplantation [65,67-
69].

Prospect of Glycan Markers
The change is serum of cancer patients has been well identified 

through changes in glycosylation which is derived from cancer 
induced chronic inflammation. Glyco-biomarkers are indirect 
marker of tumor [2]. The amount of cancer derived glyco-
biomarkers make very small percentage of total serum glycome, 
approximately, 40 g/L of glycoprotein are present in the serum 
of the total 3L of plasma in circulation. The low levels of glyco-
biomarkers are identified by the advent of new technologies which 
allow the analysis of serum glycoprotein directly from 2D-PAGE, 
which identifies tumor specific biomarker such as gp73, PSA and 
RNAse I which have altered glycosylation during cancer [70-73]. 
The level of SLeX have been implicated for the diagnosis of cancer, 
the level of SLeX have been low for initial stages of non small cell 
lung cancer (21% for all stages), however, this increases to 71% for 
late stages cancer. The sensitivity of mucin biomarker CA15-3 is 
61.5% for detecting metastatic breast cancer and the level of SLeX 
has increased to 78.5% [74]. The serum marker for inflammation is 
CRP which can be used for diagnosis of cancer, the serum level of 
CRP increases during acute and chronic inflammation. Serum level 
of CRP may pre-diagnose the onset of cancer as the level of CRP 
above baseline may be linked to develop the risk of colon cancer [2]. 
Several researchers have shown the role of N-glycan and O-glycan 
as disease markers [4,26,46,51]. The changes in N-glycan at the level 
of sialylation and fucosylation have been reported in many diseases 
[43,75]. During the disease the truncation of O-glycan and changes 

Glycan Chromatographic Profiling
The identification of individual oligosaccharides (specific 

isomeric structure) may provide more robust glycan markers 
with higher specificity than composition alone, until now the 
focus on glycan marker discovery has involved glycan mass 
profiling. Changes in specific linkages have been attributed to 
some disease [48,49]. The number of isomer greatly surpasses 
the number of compositions, providing a significantly larger set 
number of potential glycan markers [31,35]. The use of nanoflow 
liquid chromatography and capillary electrophoresis coupled with 
mass spectrometry have proved highly useful to gain access to 
individual glycan and separation of isomers from the component 
[31,35,38]. The diversity of N-glycan from human serum without 
derivatization can be assessed by employing porous graphitized 
carbon as stationary phase. Complex N-linked glycan found in 
human serum can be profiled as they constitute about 96% of total 
glycan present in serum while remaining 4% compromise of hybrid, 
and high mannose type glycan [31]. The technique to separate and 
simultaneously analyze neutral and anionic N-glycan from human 
serum without derivatization is rapid and highly sensitive tools for 
disease biomarker discovery.

Glycomics and Mass Spectrometry
In order to determine whether glycosylation has been changed 

in disease state sample as compared to healthy control, the glycan 
are harvested by glycomics approach without the prior knowledge 
of associated proteome [4,26,46,50]. Advances in glycomics analysis 
rely on the analytical tool for glycan profiling. Mass spectrometry 
has developed a central tool for glycomics analysis; it is also a precise 
tool for structural elucidation resulting in significant progress 
towards the role of the glycome in many biological systems [51,52]. 
The search for biomarker discovery is becoming more refined as the 
methods for profiling oligosaccharide composition and structure 
have become more refined [31,53]. 

Mass spectrometers capable of analyzing glycan structure 
typically employ Matrix-Assisted Laser Desorption /Ionization 
(MALDI) or electrospray ionization (ESI) with or without 
chromatographic separation. The instrument with high mass 
accuracy such as modern Time- Of- Flight (TOF), Ion Cyclotron 
Resonance (ICR) and orbitrap mass analyzer are useful for glycan 
detection because they can detect low or sub ppm mass error for 
exact mass annotation. The instrument having low performance 
can make glycan analysis challenging due to false assignment and 
high uncertainties associated with their measurement [27]. The 
false assignment can be overcome by using Tandem MS which 
provide structural information and glycan composition. Structural 
elucidation can be obtained by using glycan fragments, exact mass 
and exoglycosidase digestion.

Lectin Microarray for Glyco-biomarker 
Glycosylation is major form of posttranslational modification 

and alteration in glycosylation is associated with cell differentiation 
and malignant transformation [54-57]. This make it potential 
diagnostic indicator of cell differentiation and malignant 
transformation. The diversity of glycoform at cell surface and 
combinatorial possibilities inherent in glycan structure far exceed 
DNA- and peptide- based structural diversity [58]. The glycome 
which is biological significant due to structural diversity is also 
important in rapid detailed analysis. Lectins, which are glycan 
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in branching of N-glycan, acetylation, branching and expression 
of sialic acids have been linked to disease [75]. In prostrate cancer 
the difference in fucosylation and mannosylation has been found 
variable during the disease [26,34,78]. In breast cancer the increase 
in intensity of high mannose N-glycan and fucosylation in O-glycan 
has been reported [34,79,80]. In liver cancer the level of fucosylation 
has been elevated either in core or outer arm, and same can be 
observed in pancreatic and ovarian cancer [81].

Glycomics in Clinical Studies
The single-dot tissue glycome profiling incorporated with 

lectin- assisted fractionation increases the differential analysis of 
un-fucosylated/α2,6-sialylated glycoproteins in tissue samples from 
colorectal cancer and improved the quality of glycoproteomics in 
prognosis of disease [82]. The usage of liquid chromatography and 
mass spectrometry (LC-MS/MS) revealed the change in expression 
of 54 glycoproteins expressed differentially in hepatocellular 
carcinoma patient and healthy controls. These proteins are 
supposed to be involved in several biological processes, cellular 
components and molecular functions of hepatocarcinogenesis. 
Several of them had been reported abnormally regulated in several 
kinds of malignant tumors, and may be promising biomarkers 
of hepatocellular carcinoma [83]. Comparative glycoproteomics 
have identified a glycoprotein that was altered in both amount 
and glycosylation as a function of liver cirrhosis. The altered 
glycoprotein was an agalactosylated (G0) immunoglobulin G 
molecule (IgG) that recognizes the heterophilic alpha-gal epitope. 
As bacterial infection was a major complication in patients with 
cirrhosis and bacterial products such as LPS are thought to play a 
major role in the development and progression of liver fibrosis, this 
finding has many clinical implications in the etiology, prognosis 
and treatment of liver disease [84]. Recent progress in development 
of lectin-assisted glycan profiling lead to the development of 
sandwich assay kit for monitoring liver fibrosis in patients with 
viral hepatitis [85]. The usage of glycoproteomics has provided 
alpha-1-antitrypsin (SERPINA1) and apolipoprotein A-I (APOA1) 
as potential biomarker and therapeutic target for hepatocellular 
carcinoma (HCC) [86]. The differentiation in ovarian tumors 
was done by application of glycoproteomics techniques and the 
identified glycoproteins for histological subtypes of ovarian tumor 
will facilitate the understanding of molecular basis, diagnosis of 
ovarian tumor subtypes and prediction for treatment responses 
to therapeutic agents [87]. Glycans stand out from all classes of 
biomolecules because of their unsurpassed structural complexity, 
which is generated by variability in anomeric status of the glycosidic 
bond and its linkage points, ring size, potential for branching and 
introduction of diverse site-specific substitutions. The challenge 
for analytical processing of glycan which form the basis for the 
fingerprint-like glycomic profiles of glycoconjugates and cells. The 
sensitivity of the glycosylation machinery to disease manifestations, 
earning glycan assembly a reputation as a promising candidate to 
identify new biomarkers.

Future Challenges in Glyco-Biomarker Discovery
The goal of biomarker discovery is to increase the sensitivity 

and specificity that are useful for clinical diagnosis. It is quite 
difficult to identify true cancer glyco-biomarkers from complicated 
mixture of serum of cancer patient that contain complicated protein 
patterns that are not related to cancer cells [88,89]. The biomarker 
for cancer patients involves the analysis of serum at advanced stages 

without paying much attention to histopathological status [90]. 
The marker that can differentiate between healthy individuals and 
patient with advanced stage of cancer but the useful marker make 
up less than 1% of differential markers identified [90]. In case of 
liver cancer the weight of average normal liver weight about 1.5-
2.0 kg while the tumor is only about 1.0 to 1.5 cm in diameter, 
which is about 1% of whole liver weight, thus the cancer derived 
glycoprotein in which glycan structure is altered from that of non-
cancerous cells constitute less than 1% of glycoprotein population 
[88]. The challenge for future research is to increase the sensitivity 
of assay for biomarker for early detection; only 1 µg of glycoprotein 
is required for early detection by MS technology, thus it is difficult 
to identify glyco-biomarker in serum using MS technology [89]. 
The need of detection technology with higher sensitivity need to 
develop which can detect marker in one-tenth of cancer tissues 
currently needed [90]. The binding affinity of lectins is quite weak 
which is inappropriate for sensitivity detection of glycans, to find 
the proper solution to this problem two possible ways, one to find 
antibodies that recognizes specific glycan structure and second is 
the amplification of lectin signals that result from lectin binding to 
increase their sensitivity [66]. The feasibility of using biomarker in 
drug development process is indispensable, the use of biomarker 
in phase II clinical trial studies have widely accepted to improve 
drug development [89]. The tools of proteomics and glycomics 
have failed to produce marker that have clinical endpoint due to 
lack of specificity [90]. The metabolic oligosaccharide engineering 
is another area which involves the imaging of glycome in vivo 
by imaging cell-surface glycan, expression, internalization and 
trafficking in real time [91-93]. Various approaches by using 
azido-functionalized sugars are developing which serve as covalent 
attachment site for imaging probes and are installed into glycan 
using cell metabolic machinery [91]. The use of click chemistry 
based in vivo imaging has been used to visualize cell surface glycan 
because fluorescent probes are impermeable to cell membrane, 
these techniques are evolving for understanding proteoglycan 
structure diversity and changes during disease and can help to find 
new glyco-biomarker for disease and drug discovery.
References

1.	 Rudd PM, Dwek RA (1997) Glycosylation: heterogeneity and the 3D 
structure of proteins. Crit Rev Biochem Mol Biol 32: 1-100.

2.	 Arnold JN, Saldova R, Hamid UM, Rudd PM (2008) Evaluation of the serum 
N-linked glycome for the diagnosis of cancer and chronic inflammation. 
Proteomics 8: 3284-3293.

3.	 Coombes KR, Morris JS, Hu J, Edmonson SR, Baggerly KA (2005) Serum 
proteomics profiling--a young technology begins to mature. Nat Biotechnol 
23: 291-292.

4.	 An HJ, Miyamoto S, Lancaster KS, Kirmiz C, Li B, et al. (2006) Profiling 
of glycans in serum for the discovery of potential biomarkers for ovarian 
cancer. J Proteome Res 5: 1626-1635.

5.	 Coombes KR, Tsavachidis S, Morris JS, Baggerly KA, Hung MC, et al. 
(2005) Improved peak detection and quantification of mass spectrometry 
data acquired from surface-enhanced laser desorption and ionization 
by denoising spectra with the undecimated discrete wavelet transform. 
Proteomics 5: 4107-4117.

6.	 Villanueva J, Philip J, Chaparro CA, Li Y, Toledo-Crow R, et al. (2005) 
Correcting common errors in identifying cancer-specific serum peptide 
signatures. J Proteome Res 4: 1060-1072.

7.	 An HJ, Kronewitter SR, de Leoz ML, Lebrilla CB (2009) Glycomics and 
disease markers. Curr Opin Chem Biol 13: 601-607.

8.	 Capila I, Linhardt RJ (2002) Heparin-protein interactions. Angew Chem Int 
Ed Engl 41: 391-412.

http://www.ncbi.nlm.nih.gov/pubmed/9063619
http://www.ncbi.nlm.nih.gov/pubmed/9063619
http://www.ncbi.nlm.nih.gov/pubmed/18646009
http://www.ncbi.nlm.nih.gov/pubmed/18646009
http://www.ncbi.nlm.nih.gov/pubmed/18646009
http://www.ncbi.nlm.nih.gov/pubmed/15765078
http://www.ncbi.nlm.nih.gov/pubmed/15765078
http://www.ncbi.nlm.nih.gov/pubmed/15765078
http://www.ncbi.nlm.nih.gov/pubmed/16823970
http://www.ncbi.nlm.nih.gov/pubmed/16823970
http://www.ncbi.nlm.nih.gov/pubmed/16823970
http://www.ncbi.nlm.nih.gov/pubmed/16254928
http://www.ncbi.nlm.nih.gov/pubmed/16254928
http://www.ncbi.nlm.nih.gov/pubmed/16254928
http://www.ncbi.nlm.nih.gov/pubmed/16254928
http://www.ncbi.nlm.nih.gov/pubmed/16254928
http://www.ncbi.nlm.nih.gov/pubmed/16083255
http://www.ncbi.nlm.nih.gov/pubmed/16083255
http://www.ncbi.nlm.nih.gov/pubmed/16083255
http://www.ncbi.nlm.nih.gov/pubmed/19775929
http://www.ncbi.nlm.nih.gov/pubmed/19775929
http://www.ncbi.nlm.nih.gov/pubmed/12491369
http://www.ncbi.nlm.nih.gov/pubmed/12491369


Citation: Kumar A, Singh S, Nath G (2014) Proteoglycomics and Disease Marker: Promises and Future Challenges. Adv Tech Biol Med 2: 113. doi: 
10.4172/2379-1764.1000113

Page 5 of 6

Volume 1 • Issue 2 • 1000113
Adv Tech Biol Med
ISSN: 2379-1764  ATBM, an open access journal

9.	 Cattaruzza S, Perris R (2006) Approaching the proteoglycome: molecular 
interactions of proteoglycans and their functional output. Macromol Biosci 
6: 667-680.

10.	Esko JD, Selleck SB (2002) Order out of chaos: assembly of ligand binding 
sites in heparan sulfate. Annu Rev Biochem 71: 435-471.

11.	Garner OB, Yamaguchi Y, Esko JD, Videm V (2008) Small changes in 
lymphocyte development and activation in mice through tissue-specific 
alteration of heparansulphate. Immunology 125: 420-429.

12.	Kreuger J, Spillmann D, Li JP, Lindahl U (2006) Interactions between 
heparan sulfate and proteins: the concept of specificity. J Cell Biol 174: 
323-327.

13.	Ly M, Laremore TN, Linhardt RJ (2010) Proteoglycomics: recent progress 
and future challenges. OMICS 14: 389-399.

14.	Theocharis AD (2002) Human colon adenocarcinoma is associated with 
specific post-translational modifications of versican and decorin. Biochim 
Biophys Acta 1588: 165-172.

15.	Brézillon S, Radwanska A, Zeltz C, Malkowski A, Ploton D, et al. (2009) 
Lumican core protein inhibits melanoma cell migration via alterations of 
focal adhesion complexes. Cancer Lett 283: 92-100.

16.	Fransson LA (2003) Glypicans. Int J Biochem Cell Biol 35: 125-129.

17.	Wang HL, Anatelli F, Zhai QJ, Adley B, Chuang ST, et al. (2008) Glypican-3 
as a useful diagnostic marker that distinguishes hepatocellular carcinoma 
from benign hepatocellular mass lesions. Arch Pathol Lab Med 132: 1723-
1728.

18.	David G, Bai XM, Van der Schueren B, Cassiman JJ, Van den Berghe 
H (1992) Developmental changes in heparan sulfate expression: in situ 
detection with mAbs. J Cell Biol 119: 961-975.

19.	Thompson SM, Connell MG, Fernig DG, Ten Dam GB, van Kuppevelt TH, et 
al. (2007) Novel 'phage display antibodies identify distinct heparan sulfate 
domains in developing mammalian lung. Pediatr SurgInt 23: 411-417.

20.	van den Born J, Salmivirta K, Henttinen T, Ostman N, Ishimaru T, et al. 
(2005) Novel heparan sulfate structures revealed by monoclonal antibodies. 
J Biol Chem 280: 20516-20523.

21.	Yokoyama H, Sato K, Okudaira M, Morita C, Takahashi C, et al. (1999) 
Serum and urinary concentrations of heparan sulfate in patients with 
diabetic nephropathy. Kidney Int 56: 650-658.

22.	Suzuki K, Yamamoto K, Kariya Y, Maeda H, Ishimaru T, et al. (2008) 
Generation and characterization of a series of monoclonal antibodies that 
specifically recognize [HexA(+/-2S)-GlcNAc]n epitopes in heparan sulfate. 
Glycoconj J 25: 703-712.

23.	Dennissen MA, Jenniskens GJ, Pieffers M, Versteeg EM, Petitou M, et 
al. (2002) Large, tissue-regulated domain diversity of heparan sulfates 
demonstrated by phage display antibodies. J Biol Chem 277: 10982-10986.

24.	Lauer ME, Hascall VC, Wang A (2007) Heparan sulfate analysis from 
diabetic rat glomeruli. J Biol Chem 282: 843-852.

25.	Cooke CL, An HJ, Kim J, Canfield DR, Torres J, et al. (2009) Modification 
of gastric mucin oligosaccharide expression in rhesus macaques after 
infection with Helicobacter pylori. Gastroenterology 137: 1061-1071, 1071.

26.	de Leoz MLA, An HJ, Kronewitter S, Kim J, Beecroft S, et al. (2008) Glycomic 
approach for potential biomarkers on prostate cancer: profiling of N-linked 
glycans in human sera and pRNS cell lines. Dis Markers 25: 243-258.

27.	Kronewitter SR, An HJ, de Leoz ML, Lebrilla CB, Miyamoto S, et al. (2009) 
The development of retrosynthetic glycan libraries to profile and classify the 
human serum N-linked glycome. Proteomics 9: 2986-2994.

28.	Huang Y, Mechref Y, Novotny MV (2001) Microscalenon reductive 
release of O-linked glycans for subsequent analysis through MALDI mass 
spectrometry and capillary electrophoresis. Anal Chem 73: 6063-6069.

29.	Merry AH, Neville DC, Royle L, Matthews B, Harvey DJ, et al. (2002) 
Recovery of intact 2-aminobenzamide-labeled O-glycans released from 
glycoproteins by hydrazinolysis. Anal Biochem 304: 91-99.

30.	Nakakita S, Sumiyoshi W, Miyanishi N, Hirabayashi J (2007) A practical 
approach to N-glycan production by hydrazinolysis using hydrazine 
monohydrate. BiochemBiophys Res Commun 362: 639-645.

31.	Chu CS, Niñonuevo MR, Clowers BH, Perkins PD, An HJ, et al. (2009) 
Profile of native N-linked glycan structures from human serum using high 
performance liquid chromatography on a microfluidic chip and time-of-flight 
mass spectrometry. Proteomics 9: 1939-1951.

32.	Costello CE, Contado-Miller JM, Cipollo JF (2007) A glycomics platform 
for the analysis of permethylated oligosaccharide alditols. J Am Soc Mass 
Spectrom 18: 1799-1812.

33.	Bleckmann C, Geyer H, Reinhold V, Lieberoth A, Schachner M, et al. (2009) 
Glycomic analysis of N-linked carbohydrate epitopes from CD24 of mouse 
brain. J Proteome Res 8: 567-582.

34.	Kyselova Z, Mechref Y, Kang P, Goetz JA, Dobrolecki LE, et al. (2008) 
Breast cancer diagnosis and prognosis through quantitative measurements 
of serum glycan profiles. Clin Chem 54: 1166-1175.

35.	Isailovic D, RT Kurulugama, MD Plasencia, ST Stokes, Z Kyselova, et al. 
(2008) Profiling of human serum glycans associated with liver cancer and 
cirrhosis by IMS-MS. J Proteome Res 7: 1109-1117.

36.	An HJ, Lebrilla CB (2001) Suppression of sialylated by sulfated 
oligosaccharides in negative MALDI-FTMS. Isr J Chem 41:117-127.

37.	Kim YG, Jang KS, Joo HS, Kim HK, Lee CS, et al. (2007) Simultaneous 
profiling of N-glycans and proteins from human serum using a parallel-
column system directly coupled to mass spectrometry. J Chromatogr B 
AnalytTechnol Biomed Life Sci 850: 109-119.

38.	Kamoda S, Nakano M, Ishikawa R, Suzuki S,Kakehi K (2005) Rapid and 
sensitive screening of N- glycans as 9-fluorenylmethyl derivatives by high-
performance liquid chromatography: a method which can recover free 
oligosaccharides after analysis. J Proteome Res 4: 146-152.

39.	Hamid UMA, Royle L, Saldova R, Radcliffe CM, Harvey DJ, et al. (2008) 
A strategy to reveal potential glycan markers from serum glycoproteins 
associated with breast cancer progression, Glycobiology  18: 1105-1118.

40.	Royle L, Campbell MP, Radcliffe CM, White DM, Harvey DJ, et al. (2008) 
HPLC-based analysis of serum N-glycans on a 96-well plate platform with 
dedicated database software. Anal Biochem 376: 1-12.

41.	Bereman MS, Williams TI, Muddiman DC (2009) Development of a nanoLC 
LTQ orbitrap mass spectrometric method for profiling glycans derived from 
plasma from healthy, benign tumor control, and epithelial ovarian cancer 
patients. Anal Chem 81: 1130-1136.

42.	BotelhoJC, Atwood JA, Cheng L, Alvarez-Manilla G, York WS, et al. (2008) 
Quantification by isobaric labeling (QUIBL) for the comparative glycomic 
study of O-linked glycans. Int J Mass Spectrom 278:137-142.

43.	Lebrilla CB, An HJ (2009) The prospects of glycan biomarkers for the 
diagnosis of diseases. MolBiosyst 5: 17-20.

44.	Dennis JW, Granovsky M, Warren CE (1999) Protein glycosylation in 
development and disease. Bioessays 21: 412-421.

45.	Dube DH, Bertozzi CR (2005) Glycans in cancer and inflammation-potential 
for therapeutics and diagnostics. Nat Rev Drug Discov 4: 477-488.

46.	Kirmiz C, Li B, An HJ, Clowers BH, Chew HK, et al. (2007) A serum glycomics 
approach to breast cancer biomarkers. Mol Cell Proteomics 6: 43-55.

47.	Leiserowitz GS, Lebrilla C, Miyamoto S, An HJ, Duong H, et al. (2008) 
Glycomics analysis of serum: a potential new biomarker for ovarian cancer? 
Int J Gynecol Cancer 18: 470-475.

48.	Zhao J, Simeone DM, Heidt D, Anderson MA, Lubman DM (2006) 
Comparative serum glycoproteomics using lectin selected sialic acid 
glycoproteins with mass spectrometric analysis: application to pancreatic 
cancer serum. J Proteome Res 5: 1792-1802.

49.	Dereggi M, Capon C, Gharib B, Wieruszeski JM, Michel M,et al. (1995) The 
glycan moiety of human pancreatic lithostathine—structure characterization 
and possible pathophysiological implications. Eur J Biochem. 230: 503-510.

50.	An HJ, Ninonuevo M, Aguilan J, Liu H, Lebrilla CB, et al. (2005) Glycomics 
analyses of tear fluid for the diagnostic detection of ocular rosacea. J 
Proteome Res 4: 1981-1987.

51.	Harvey DJ (2009) Analysis of carbohydrates and glycoconjugates by matrix-
assisted laser desorption/ionization mass spectrometry: An update for 
2003-2004. Mass Spectrom Rev 28: 273-361.

52.	Park Y, Lebrilla CB (2005) Application of Fourier transform ion cyclotron 

http://www.ncbi.nlm.nih.gov/pubmed/16881045
http://www.ncbi.nlm.nih.gov/pubmed/16881045
http://www.ncbi.nlm.nih.gov/pubmed/16881045
http://www.ncbi.nlm.nih.gov/pubmed/12045103
http://www.ncbi.nlm.nih.gov/pubmed/12045103
http://www.ncbi.nlm.nih.gov/pubmed/18479348
http://www.ncbi.nlm.nih.gov/pubmed/18479348
http://www.ncbi.nlm.nih.gov/pubmed/18479348
http://www.ncbi.nlm.nih.gov/pubmed/16880267
http://www.ncbi.nlm.nih.gov/pubmed/16880267
http://www.ncbi.nlm.nih.gov/pubmed/16880267
http://www.ncbi.nlm.nih.gov/pubmed/20450439
http://www.ncbi.nlm.nih.gov/pubmed/20450439
http://www.ncbi.nlm.nih.gov/pubmed/12385781
http://www.ncbi.nlm.nih.gov/pubmed/12385781
http://www.ncbi.nlm.nih.gov/pubmed/12385781
http://www.ncbi.nlm.nih.gov/pubmed/19394140
http://www.ncbi.nlm.nih.gov/pubmed/19394140
http://www.ncbi.nlm.nih.gov/pubmed/19394140
http://www.ncbi.nlm.nih.gov/pubmed/12479862
http://www.ncbi.nlm.nih.gov/pubmed/18976006
http://www.ncbi.nlm.nih.gov/pubmed/18976006
http://www.ncbi.nlm.nih.gov/pubmed/18976006
http://www.ncbi.nlm.nih.gov/pubmed/18976006
http://www.ncbi.nlm.nih.gov/pubmed/1385449
http://www.ncbi.nlm.nih.gov/pubmed/1385449
http://www.ncbi.nlm.nih.gov/pubmed/1385449
http://www.ncbi.nlm.nih.gov/pubmed/17216534
http://www.ncbi.nlm.nih.gov/pubmed/17216534
http://www.ncbi.nlm.nih.gov/pubmed/17216534
http://www.ncbi.nlm.nih.gov/pubmed/15778504
http://www.ncbi.nlm.nih.gov/pubmed/15778504
http://www.ncbi.nlm.nih.gov/pubmed/15778504
http://www.ncbi.nlm.nih.gov/pubmed/10432405
http://www.ncbi.nlm.nih.gov/pubmed/10432405
http://www.ncbi.nlm.nih.gov/pubmed/10432405
http://www.ncbi.nlm.nih.gov/pubmed/18461440
http://www.ncbi.nlm.nih.gov/pubmed/18461440
http://www.ncbi.nlm.nih.gov/pubmed/18461440
http://www.ncbi.nlm.nih.gov/pubmed/18461440
http://www.ncbi.nlm.nih.gov/pubmed/11790764
http://www.ncbi.nlm.nih.gov/pubmed/11790764
http://www.ncbi.nlm.nih.gov/pubmed/11790764
http://www.ncbi.nlm.nih.gov/pubmed/17038308
http://www.ncbi.nlm.nih.gov/pubmed/17038308
http://www.ncbi.nlm.nih.gov/pubmed/19375420
http://www.ncbi.nlm.nih.gov/pubmed/19375420
http://www.ncbi.nlm.nih.gov/pubmed/19375420
http://www.ncbi.nlm.nih.gov/pubmed/19126968
http://www.ncbi.nlm.nih.gov/pubmed/19126968
http://www.ncbi.nlm.nih.gov/pubmed/19126968
http://www.ncbi.nlm.nih.gov/pubmed/19452454
http://www.ncbi.nlm.nih.gov/pubmed/19452454
http://www.ncbi.nlm.nih.gov/pubmed/19452454
http://www.ncbi.nlm.nih.gov/pubmed/11791581
http://www.ncbi.nlm.nih.gov/pubmed/11791581
http://www.ncbi.nlm.nih.gov/pubmed/11791581
http://www.ncbi.nlm.nih.gov/pubmed/11969192
http://www.ncbi.nlm.nih.gov/pubmed/11969192
http://www.ncbi.nlm.nih.gov/pubmed/11969192
http://www.ncbi.nlm.nih.gov/pubmed/17727814
http://www.ncbi.nlm.nih.gov/pubmed/17727814
http://www.ncbi.nlm.nih.gov/pubmed/17727814
http://www.ncbi.nlm.nih.gov/pubmed/19288519
http://www.ncbi.nlm.nih.gov/pubmed/19288519
http://www.ncbi.nlm.nih.gov/pubmed/19288519
http://www.ncbi.nlm.nih.gov/pubmed/19288519
http://www.ncbi.nlm.nih.gov/pubmed/17719235
http://www.ncbi.nlm.nih.gov/pubmed/17719235
http://www.ncbi.nlm.nih.gov/pubmed/17719235
http://www.ncbi.nlm.nih.gov/pubmed/19053835
http://www.ncbi.nlm.nih.gov/pubmed/19053835
http://www.ncbi.nlm.nih.gov/pubmed/19053835
http://www.ncbi.nlm.nih.gov/pubmed/18487288
http://www.ncbi.nlm.nih.gov/pubmed/18487288
http://www.ncbi.nlm.nih.gov/pubmed/18487288
http://www.ncbi.nlm.nih.gov/pubmed/18237112
http://www.ncbi.nlm.nih.gov/pubmed/18237112
http://www.ncbi.nlm.nih.gov/pubmed/18237112
http://onlinelibrary.wiley.com/doi/10.1560/N390-TJRB-U607-FQPC/abstract
http://onlinelibrary.wiley.com/doi/10.1560/N390-TJRB-U607-FQPC/abstract
http://www.ncbi.nlm.nih.gov/pubmed/17142114
http://www.ncbi.nlm.nih.gov/pubmed/17142114
http://www.ncbi.nlm.nih.gov/pubmed/17142114
http://www.ncbi.nlm.nih.gov/pubmed/17142114
http://www.ncbi.nlm.nih.gov/pubmed/15707369
http://www.ncbi.nlm.nih.gov/pubmed/15707369
http://www.ncbi.nlm.nih.gov/pubmed/15707369
http://www.ncbi.nlm.nih.gov/pubmed/15707369
http://www.ncbi.nlm.nih.gov/pubmed/18818422
http://www.ncbi.nlm.nih.gov/pubmed/18818422
http://www.ncbi.nlm.nih.gov/pubmed/18818422
http://www.ncbi.nlm.nih.gov/pubmed/18194658
http://www.ncbi.nlm.nih.gov/pubmed/18194658
http://www.ncbi.nlm.nih.gov/pubmed/18194658
http://www.ncbi.nlm.nih.gov/pubmed/19113831
http://www.ncbi.nlm.nih.gov/pubmed/19113831
http://www.ncbi.nlm.nih.gov/pubmed/19113831
http://www.ncbi.nlm.nih.gov/pubmed/19113831
http://www.sciencedirect.com/science/article/pii/S1387380608001206
http://www.sciencedirect.com/science/article/pii/S1387380608001206
http://www.sciencedirect.com/science/article/pii/S1387380608001206
http://www.ncbi.nlm.nih.gov/pubmed/19081926
http://www.ncbi.nlm.nih.gov/pubmed/19081926
http://www.ncbi.nlm.nih.gov/pubmed/10376012
http://www.ncbi.nlm.nih.gov/pubmed/10376012
http://www.ncbi.nlm.nih.gov/pubmed/15931257
http://www.ncbi.nlm.nih.gov/pubmed/15931257
http://www.ncbi.nlm.nih.gov/pubmed/16847285
http://www.ncbi.nlm.nih.gov/pubmed/16847285
http://www.ncbi.nlm.nih.gov/pubmed/17655680
http://www.ncbi.nlm.nih.gov/pubmed/17655680
http://www.ncbi.nlm.nih.gov/pubmed/17655680
http://www.ncbi.nlm.nih.gov/pubmed/16823988
http://www.ncbi.nlm.nih.gov/pubmed/16823988
http://www.ncbi.nlm.nih.gov/pubmed/16823988
http://www.ncbi.nlm.nih.gov/pubmed/16823988
http://www.ncbi.nlm.nih.gov/pubmed/7607222
http://www.ncbi.nlm.nih.gov/pubmed/7607222
http://www.ncbi.nlm.nih.gov/pubmed/7607222
http://www.ncbi.nlm.nih.gov/pubmed/16335942
http://www.ncbi.nlm.nih.gov/pubmed/16335942
http://www.ncbi.nlm.nih.gov/pubmed/16335942
http://www.ncbi.nlm.nih.gov/pubmed/18825656
http://www.ncbi.nlm.nih.gov/pubmed/18825656
http://www.ncbi.nlm.nih.gov/pubmed/18825656
http://www.ncbi.nlm.nih.gov/pubmed/15389860


Citation: Kumar A, Singh S, Nath G (2014) Proteoglycomics and Disease Marker: Promises and Future Challenges. Adv Tech Biol Med 2: 113. doi: 
10.4172/2379-1764.1000113

Page 6 of 6

Volume 1 • Issue 2 • 1000113
Adv Tech Biol Med
ISSN: 2379-1764  ATBM, an open access journal

resonance mass spectrometry to oligosaccharides. Mass Spectrom Rev 24: 
232-264.

53.	Lancaster KS, An HJ, Li B, Lebrilla CB (2006) Interrogation of N-Linked
oligosaccharides using infrared multiphoton dissociation in FT-ICR mass
spectrometry. Anal Chem 78: 4990-4997.

54.	Kukuruzinska MA, Bergh ML, Jackson BJ (1987) Protein glycosylation in
yeast. Annu Rev Biochem 56: 915-944.

55.	Lehle L, Strahl S, Tanner W (2006) Protein glycosylation, conserved
from yeast to man: A model organism helps elucidate congenital human
diseases. AngewChemInt Ed Engl 45: 6802-6818.

56.	Dennis JW, Granovsky M, Warren CE (1999) Glycoprotein glycosylation
and cancer progression. Biochim Biophys Acta 1473: 21-34.

57.	Dwek MV, Ross HA, Leathem AJ (2001) Proteome and glycosylation
mapping identifies post-translational modifications associated with
aggressive breast cancer. Proteomics 1: 756-762.

58.	Gabius HJ, Siebert HC, André S, Jiménez-Barbero J, Rüdiger H (2004)
Chemical biology of the sugar code. Chem biochem 5: 740-764.

59.	Reisner Y, Linker-Israeli M, Sharon N (1976) Separation of mouse
thymocytes into two subpopulations by the use of peanut agglutinin. Cell
Immunol 25: 129-134.

60.	Yuan M, Itzkowitz SH, Boland CR, Kim YD, Tomita JT, et al. (1986)
Comparison of T-antigen expression in normal, remalignant, and malignant
human colonic tissue using lectin and antibody immunohistochemistry.
Cancer Res 46:4841-4847.

61.	Macartney JC (1987)Fucose-containing antigens in normal and neoplastic
human gastric mucosa: A comparative study using lectinhistochemistry and
blood group immunohistochemistry. J Pathol152:23–30.

62.	Varki A (1999) Essentials of Glycobiology. Cold Spring Harbor, Cold Spring
Harbor Laboratory Press,USA.

63.	Hirabayashi J (2004) Lectin-based structural glycomics: glycoproteomics
and glycan profiling. Glycoconj J 21: 35-40.

64.	Hsu KL, Pilobello KT, Mahal LK (2006) Analyzing the dynamic bacterial
glycome with a lectin microarray approach. Nat Chem Biol 2: 153-157.

65.	Tateno H, Uchiyama N, Kuno A, Togayachi A, Sato T, et al. (2007) A
novel strategy for mammalian cell surface glycome profiling using lectin
microarray. Glycobiology 17: 1138-1146.

66.	Kuno A, Uchiyama N, Koseki-Kuno S, Ebe Y, Takashima S, et al. (2005)
Evanescent-field fluorescence-assisted lectin microarray: a new strategy for
glycan profiling. Nat Methods 2: 851-856.

67.	Ebe Y, Kuno A, Uchiyama N, Koseki-Kuno S, Yamada M, et al. (2006)
Application of lectin microarray to crude samples: differential glycan profiling
of lec mutants. J Biochem 139: 323-327.

68.	Pilobello KT, Slawek DE, Mahal LK (2007) Aratiometriclectin microarray
approach to analysis of the dynamic mammalian glycome. Proc Natl Acad
Sci U S A 104: 11534-11539.

69.	Krishnamoorthy L, Bess JW Jr, Preston AB, Nagashima K, Mahal LK (2009) 
HIV-1 and microvesicles from T cells share a common glycome, arguing for
a common origin. Nat Chem Biol 5: 244-250.

70.	Norton PA, Comunale MA, Krakover J, Rodemich L, Pirog N, et al. (2008)
N-linked glycosylation of the liver cancer biomarker GP73. J Cell Biochem
104: 136-149.

71.	JankoviÄ‡ MM, KosanoviÄ‡ MM (2005) Glycosylation of urinary prostate-
specific antigen in benign hyperplasia and cancer: assessment by lectin-
binding patterns. ClinBiochem 38: 58-65.

72.	Peracaula R, Tabarés G, Royle L, Harvey DJ, Dwek RA, et al. (2003) Altered
glycosylation pattern allows the distinction between prostate-specific
antigen (PSA) from normal and tumor origins. Glycobiology 13: 457-470.

73.	Barrabés S, Pagès-Pons L, Radcliffe CM, Tabarés G, Fort E, et al. (2007)
Glycosylation of serum ribonuclease 1 indicates a major endothelial
origin and reveals an increase in core fucosylation in pancreatic cancer.
Glycobiology 17: 388-400.

74.	Kurebayashi J, Nomura T, Hirono M, Okubo S, Udagawa K, et al. (2006)
Combined measurement of serum sialyl Lewis X with serum CA15-3 in
breast cancer patients. Jpn J Clin Oncol 36: 150-153.

75.	Varki ACR, Esko JD, Freeze HH, et al. (2009) Essentials of Glycobiology.
(2ndedn.) Cold Spring Harbor Laboratory Press, USA.

76.	Kyselova Z, Mechref Y, Kang P, Goetz JA, Dobrolecki LE, et al. (2008)
Breast cancer diagnosis and prognosis through quantitative measurements
of serum glycan profiles. Clin Chem 54: 1166-1175.

77.	Kyselova Z, Mechref Y, Al Bataineh MM, Dobrolecki LE, Hickey RJ, et al.
(2007) Alterations in the serum glycome due to metastatic prostate cancer.
J Proteome Res 6: 1822-1832.

78.	Tabarés G, Radcliffe CM, Barrabés S, Ramírez M, Aleixandre RN, et al.
(2006) Different glycan structures in prostate-specific antigen from prostate
cancer sera in relation to seminal plasma PSA. Glycobiology 16: 132-145.

79.	Storr SJ, Royle L, Chapman CJ, Hamid UM, Robertson JF, et al. (2008) The
O-linked glycosylation of secretory/shed MUC1 from an advanced breast
cancer patient's serum. Glycobiology 18: 456-462.

80.	Goetz JA, Mechref Y, Kang P, Jeng MH, Novotny MV (2009) Glycomic
profiling of invasive and non-invasive breast cancer cells. Glycoconj J 26:
117-131.

81.	Miyoshi E, Nakano M (2008) Fucosylatedhaptoglobin is a novel marker
for pancreatic cancer: detailed analyses of oligosaccharide structures.
Proteomics 8: 3257-3262.

82.	Tan B, Matsuda A, Zhang Y, Kuno A, Narimatsu H (2013) Multilectin-
assisted fractionation for improved single-dot tissue glycome profiling in
clinical glycoproteomics. Mol Biosyst 10: 201-205.

83.	Huang Y, Wu H, Xue R, Liu T, Dong L, et al. (2013) Identification of
N-glycosylation in hepatocellular carcinoma patients' serum with a
comparative proteomic approach. PLoS One 8: e77161.

84.	Lamontagne A, Long RE, Comunale MA, Hafner J, Rodemich-Betesh L, et
al. (2013) Altered functionality of anti-bacterial antibodies in patients with
chronic hepatitis C virus infection. PLoS One 8: e64992.

85.	Kuno A, Sato T, Shimazaki H, Unno S, Saitou K, et al. (2013) Reconstruction
of a robust glycodiagnostic agent supported by multiple lectin-assisted
glycan profiling. Proteomics Clin Appl .

86.	Qin X, Chen Q, Sun C, Wang C, Peng Q, et al. (2013) High-throughput
screening of tumor metastatic-related differential glycoprotein in
hepatocellular carcinoma by iTRAQ combines lectin-related techniques.
Med Oncol 30:420.

87.	Tian Y, Yao Z, Roden RB, Zhang H (2011) Identification of glycoproteins
associated with different histological subtypes of ovarian tumors using
quantitative glycoproteomics. Proteomics 11:4677-4687.

88.	Coussens LM, Werb Z (2002) Inflammation and cancer. Nature 420: 860-
867.

89.	McShane LM, Hunsberger S, Adjei AA (2009) Effective incorporation of
biomarkers into phase II trials. Clin Cancer Res 15: 1898-1905.

90.	Narimatsu H, Sawaki H, Kuno A, Kaji H, Ito H, et al. (2010) A strategy for
discovery of cancer glyco-biomarkers in serum using newly developed
technologies for glycoproteomics. FEBS J 277: 95-105.

91.	Baskin JM, Prescher JA, Laughlin ST, Agard NJ, Chang PV, et al. (2007)
Copper-free click chemistry for dynamic in vivo imaging. Proc Natl Acad Sci 
U S A 104: 16793-16797.

92.	Laughlin ST, Baskin JM, Amacher SL, Bertozzi CR (2008) In vivo imaging of
membrane-associated glycans in developing zebrafish. Science 320: 664-
667.

93.	Laughlin ST, Bertozzi CR (2009) Imaging the glycome. Proc Natl Acad Sci
U S A 106: 12-17.

http://www.ncbi.nlm.nih.gov/pubmed/15389860
http://www.ncbi.nlm.nih.gov/pubmed/15389860
http://www.ncbi.nlm.nih.gov/pubmed/16841922
http://www.ncbi.nlm.nih.gov/pubmed/16841922
http://www.ncbi.nlm.nih.gov/pubmed/16841922
http://www.ncbi.nlm.nih.gov/pubmed/3304149
http://www.ncbi.nlm.nih.gov/pubmed/3304149
http://www.ncbi.nlm.nih.gov/pubmed/17024709
http://www.ncbi.nlm.nih.gov/pubmed/17024709
http://www.ncbi.nlm.nih.gov/pubmed/17024709
http://www.ncbi.nlm.nih.gov/pubmed/10580127
http://www.ncbi.nlm.nih.gov/pubmed/10580127
http://www.ncbi.nlm.nih.gov/pubmed/11677781
http://www.ncbi.nlm.nih.gov/pubmed/11677781
http://www.ncbi.nlm.nih.gov/pubmed/11677781
http://www.ncbi.nlm.nih.gov/pubmed/15174156
http://www.ncbi.nlm.nih.gov/pubmed/15174156
http://www.ncbi.nlm.nih.gov/pubmed/9202
http://www.ncbi.nlm.nih.gov/pubmed/9202
http://www.ncbi.nlm.nih.gov/pubmed/9202
http://www.ncbi.nlm.nih.gov/pubmed/3731131
http://www.ncbi.nlm.nih.gov/pubmed/3731131
http://www.ncbi.nlm.nih.gov/pubmed/3731131
http://www.ncbi.nlm.nih.gov/pubmed/3731131
http://www.ncbi.nlm.nih.gov/pubmed/3625392
http://www.ncbi.nlm.nih.gov/pubmed/3625392
http://www.ncbi.nlm.nih.gov/pubmed/3625392
http://books.google.co.in/books/about/Essentials_of_Glycobiology.html?id=lH72FFWIIpgC&redir_esc=y
http://books.google.co.in/books/about/Essentials_of_Glycobiology.html?id=lH72FFWIIpgC&redir_esc=y
http://www.ncbi.nlm.nih.gov/pubmed/15467396
http://www.ncbi.nlm.nih.gov/pubmed/15467396
http://www.ncbi.nlm.nih.gov/pubmed/16462751
http://www.ncbi.nlm.nih.gov/pubmed/16462751
http://www.ncbi.nlm.nih.gov/pubmed/17693441
http://www.ncbi.nlm.nih.gov/pubmed/17693441
http://www.ncbi.nlm.nih.gov/pubmed/17693441
http://www.ncbi.nlm.nih.gov/pubmed/16278656
http://www.ncbi.nlm.nih.gov/pubmed/16278656
http://www.ncbi.nlm.nih.gov/pubmed/16278656
http://www.ncbi.nlm.nih.gov/pubmed/16567396
http://www.ncbi.nlm.nih.gov/pubmed/16567396
http://www.ncbi.nlm.nih.gov/pubmed/16567396
http://www.ncbi.nlm.nih.gov/pubmed/17606908
http://www.ncbi.nlm.nih.gov/pubmed/17606908
http://www.ncbi.nlm.nih.gov/pubmed/17606908
http://www.ncbi.nlm.nih.gov/pubmed/19234452
http://www.ncbi.nlm.nih.gov/pubmed/19234452
http://www.ncbi.nlm.nih.gov/pubmed/19234452
http://www.ncbi.nlm.nih.gov/pubmed/18004786
http://www.ncbi.nlm.nih.gov/pubmed/18004786
http://www.ncbi.nlm.nih.gov/pubmed/18004786
http://www.ncbi.nlm.nih.gov/pubmed/15607318
http://www.ncbi.nlm.nih.gov/pubmed/15607318
http://www.ncbi.nlm.nih.gov/pubmed/15607318
http://www.ncbi.nlm.nih.gov/pubmed/12626390
http://www.ncbi.nlm.nih.gov/pubmed/12626390
http://www.ncbi.nlm.nih.gov/pubmed/12626390
http://www.ncbi.nlm.nih.gov/pubmed/17229815
http://www.ncbi.nlm.nih.gov/pubmed/17229815
http://www.ncbi.nlm.nih.gov/pubmed/17229815
http://www.ncbi.nlm.nih.gov/pubmed/17229815
http://www.ncbi.nlm.nih.gov/pubmed/16520359
http://www.ncbi.nlm.nih.gov/pubmed/16520359
http://www.ncbi.nlm.nih.gov/pubmed/16520359
http://www.ncbi.nlm.nih.gov/books/NBK1908/
http://www.ncbi.nlm.nih.gov/books/NBK1908/
http://www.ncbi.nlm.nih.gov/pubmed/18487288
http://www.ncbi.nlm.nih.gov/pubmed/18487288
http://www.ncbi.nlm.nih.gov/pubmed/18487288
http://www.ncbi.nlm.nih.gov/pubmed/17432893
http://www.ncbi.nlm.nih.gov/pubmed/17432893
http://www.ncbi.nlm.nih.gov/pubmed/17432893
http://www.ncbi.nlm.nih.gov/pubmed/16177264
http://www.ncbi.nlm.nih.gov/pubmed/16177264
http://www.ncbi.nlm.nih.gov/pubmed/16177264
http://www.ncbi.nlm.nih.gov/pubmed/18332077
http://www.ncbi.nlm.nih.gov/pubmed/18332077
http://www.ncbi.nlm.nih.gov/pubmed/18332077
http://www.ncbi.nlm.nih.gov/pubmed/18752066
http://www.ncbi.nlm.nih.gov/pubmed/18752066
http://www.ncbi.nlm.nih.gov/pubmed/18752066
http://www.ncbi.nlm.nih.gov/pubmed/18646007
http://www.ncbi.nlm.nih.gov/pubmed/18646007
http://www.ncbi.nlm.nih.gov/pubmed/18646007
http://www.ncbi.nlm.nih.gov/pubmed/24301485
http://www.ncbi.nlm.nih.gov/pubmed/24301485
http://www.ncbi.nlm.nih.gov/pubmed/24301485
http://www.ncbi.nlm.nih.gov/pubmed/24143209
http://www.ncbi.nlm.nih.gov/pubmed/24143209
http://www.ncbi.nlm.nih.gov/pubmed/24143209
http://www.ncbi.nlm.nih.gov/pubmed/23750224
http://www.ncbi.nlm.nih.gov/pubmed/23750224
http://www.ncbi.nlm.nih.gov/pubmed/23750224
http://www.ncbi.nlm.nih.gov/pubmed/23640794
http://www.ncbi.nlm.nih.gov/pubmed/23640794
http://www.ncbi.nlm.nih.gov/pubmed/23640794
http://www.ncbi.nlm.nih.gov/pubmed/23292873
http://www.ncbi.nlm.nih.gov/pubmed/23292873
http://www.ncbi.nlm.nih.gov/pubmed/23292873
http://www.ncbi.nlm.nih.gov/pubmed/23292873
http://www.ncbi.nlm.nih.gov/pubmed/22113853
http://www.ncbi.nlm.nih.gov/pubmed/22113853
http://www.ncbi.nlm.nih.gov/pubmed/22113853
http://www.ncbi.nlm.nih.gov/pubmed/12490959
http://www.ncbi.nlm.nih.gov/pubmed/12490959
http://www.ncbi.nlm.nih.gov/pubmed/19276274
http://www.ncbi.nlm.nih.gov/pubmed/19276274
http://www.ncbi.nlm.nih.gov/pubmed/19919546
http://www.ncbi.nlm.nih.gov/pubmed/19919546
http://www.ncbi.nlm.nih.gov/pubmed/19919546
http://www.ncbi.nlm.nih.gov/pubmed/17942682
http://www.ncbi.nlm.nih.gov/pubmed/17942682
http://www.ncbi.nlm.nih.gov/pubmed/17942682
http://www.ncbi.nlm.nih.gov/pubmed/18451302
http://www.ncbi.nlm.nih.gov/pubmed/18451302
http://www.ncbi.nlm.nih.gov/pubmed/18451302
http://www.ncbi.nlm.nih.gov/pubmed/19104067
http://www.ncbi.nlm.nih.gov/pubmed/19104067

	Title
	Corresponding author
	Abstract 
	Keywords
	Introduction
	Proteoglycans the Major Player in Disease 
	Methods for Identification of Glycan Disease Marker 
	Mass Spectrometry and Glycan Mass Profiling 
	Glycan Chromatographic Profiling 
	Glycomics and Mass Spectrometry 
	Lectin Microarray for Glyco-biomarker  
	Prospect of Glycan Markers 
	Glycomics in Clinical Studies 
	Future Challenges in Glyco-Biomarker Discovery 
	References

