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1. Introduction 

Ankylosing Spondylitis (AS) is a common cause of chronic inflammatory arthritis 
worldwide, with a prevalence of 0.2-0.9% in white European populations (Braun et al., 1998), 
with unknown etiology. The progressive ankylosis of affected joints is currently irreversible 
and it is, therefore, logical that early diagnosis and treatment offers the best opportunity to 
improve its prognosis. Several studies have shown a delay of more than 8 years between the 
onset of symptoms and diagnosis, with consequent delay in starting an effective therapy 
(Feldtkeller et al., 2003; Hamilton et al., 2011). This is a critical period clinically, with 
diagnosis frequently occurring after significant irreversible radiological damage has already 
occurred. Currently, diagnosis of AS relies on a combination of clinical and imaging 
parameters (van der Linden et al., 1984 and Boonen et al., 2010) with no single blood derived 
biomarker that by itself is sufficiently sensitive and specific to identify AS cases or to be 
useful in disease management. 

In this context, recent advances in molecular biology, in particular, the completion of the 
genome human sequence, the improvement in computational tools and the rapid access to 
large databases, allow an integrated understanding of biological systems, through “omic” 
approaches. The main challenge, however, is to extract relevant knowledge from the huge 
amount of data provided by these technologies for the development of biomarkers for 
diagnosis, prognosis, therapy monitoring and both prediction and monitoring of treatment 
response. Such technological advances represent the beginning of patient-specific 
personalized medicine (Kandpal et al., 2009).  

In contrast to traditional DNA-based diagnostic tests that largely focus on single genes 
associated with rare conditions, microarray-based genotyping and expression assays are 
ideal for the study of diseases with underlying complex genetic causes (Li et al., 2008). 
Microarray gene expression technology can be used for the detection and quantification of 
differentially expressed genes. Its ability to study expression of several thousand genes or 
even all of the genes of the entire genome in a single experiment has changed biomedical 
research. Gene-expression profiling confers a “snapshot” of cellular activity providing 
information on the mechanisms mediating stress responses of human cells (Belcher et al., 
2000; Guillemin et al., 2002), identification of signaling cascades (Shaffer et al., 2000; Diehn et 
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al., 2002), disease changes, or mechanisms underlying therapy responses (Raetz & Moos, 
2004). It represents an advance to the traditional molecular genomic techniques that have 
been previously applied in a large broad of clinical research as cancer, infections, metabolic, 
genetics and more recently, in rheumatic diseases. 

1.1 Microarray fundamentals 

Gene expression techniques, based on measuring mRNA levels, have greatly evolved since 
the development of the Northern Blot, in 1975 (Southern, 1975) to microarrays, in the mid 
1990s (Shalon et al., 1996). From a single labeled mRNA (probe), hybridized on a membrane 
(Northern Blot), to multiple probes hybridized on a membrane (macroarrays) or on glass 
(microarrays), the improvement was tremendous. Today several platforms, with pre-
designed and custom arrays are available in the market (Hardiman, 2004) from Affymetrix, 
Agilent and Illumina. Table 1 summarizes similarities and differences between the most 
widely used platforms. 

 

Platforms 

 Affymetrix Agilent Illumina 

Array format 25-mer 60-mer 50-mer 

Starting RNA 
requirement 

5μg total RNA 

Fluorescent Direct Label Kit (cDNA 
labeling): 10μg total RNA, or200ng 

polyA+ RNA 
Low input RNA Fluorescent Linear 
Amplification kit (Amplified cDNA 

labeling): 50ng total RNA 
Low input RNA  Fluorescent Linear 
Amplification kit (Amplified cRNA 

labeling): 50ng total RNA 

 
50-500ng total RNA 

Hybridization time 16h 

Fluorescent Direct Label Kit:  
3-4 hours 

Low input RNA Fluorescent Linear 
Amplification kit Amplified cDNA 

labeling: 10 hours 
Amplified cRNA labeling: 6 hours 

16h 

Hybridization 
temperature 

45ºC 60ºC 55ºC 

Detection method 
Streptavidin-

phycoerythrin 
Cyanine 3 (Cy3) and cyanine 5 (Cy5) 

fluorescent labeling 
Streptavidin-Cy3 

 

Advantages 

Reproducibility; Full 
genome coverage; 
Mature platform; 

Customization; More 
probes per gene. 

Reproducibility; content; mature 
platform; sensitivity; customization 

Reproducibility; Full 
genome coverage; 
Sensitivity; Low 

background; Mature 
platform; Low 

cost/sample; Low 
starting material 

required 

Disadvantages 

Short 
oligonucleotides; 

Less sensitive; High 
cost/sample. 

Two-color dye bias and ozone-
related degradation 

Currently only 
available for human, 

rat and  mouse 
studies; Less probes 

per gene; not so 
sensitive to detect 

splice variants. 

Table 1. Microarray platform comparison. 
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Despite minor differences between platforms, the basic steps involved in a microarrays 
experiment are similar (Fig. 1) (Repsilber et al., 2005). Key points in undertaking an 
expression profiling study are: 

1. Establish your research question. 
2. Selection of the tissue/cell most relevant to the question and the selection of the control 

group. 
3. Total mRNA is extracted from the chosen tissue/cell, and reverse transcribed 

generating cDNA which is labelled with radioactive or fluorescent markers. 
4. Labeled transcripts are hybridized onto the microarray. 
5. Bound probes are detected and quantified by imaging tools and every gene/probe 

assigned a signal intensity. 
6. Signals are corrected for common bias i.e. normalized. For each mRNA, the signal 

intensity difference between the disease and the control sample correlates to the change 
in gene expression (genes up- or down-regulated) that might be associated with the 
studied condition. Several methods have been implemented to reduce variability in 
DNA microarray experiments (Workman et al., 2002). A critical step in the whole 
procedure is an appropriate analysis of the large volumes of data generated using 
sophisticated software. Bioconductor (www.bioconductor.org) or BRB ArrayTools 
(Simon et al., 2007), examples of bioinformatic platforms, provide tools for analysis and 
comprehension of genomic data. 

7. Candidate genes are validated through another technology. Usually quantitative 
reverse-transcription PCR (qPCR) is the preferred method. 

8. Data is integrated and applied to the initial question.  

1.2 Microarray challenges and concerns 

Large-scale gene expression analysis, is in fact, a flourishing technology with potential 
applications in several fields of Biology and Medicine as indicated by the large number of 
peer-reviewed articles (n=35502) containing the words “gene” and “microarray” found in 
Pubmed upto June 2011.  

Microarray profiling of gene expression is a powerful tool for discovery, but the ability to 
manage and compare the resulting data can be problematic. Biological, experimental, and 
technical variations between studies of the same phenotype/phenomena create substantial 
differences in results. Some of these issues will be discussed in detail. 

a) The success of the microarrays experience greatly depends on whether the hypothesis and 
rationale have been appropriately formulated through a clearly delineated question. It 
influences the study design as a whole, from  sample collection, to experimental design,  and 
finally, the strategies for data analysis (Smith & Rosa, 2007). 

b) While most of the early studies used primary tissues involved in the disease, such as 
tumor biopsies, more recently a number of gene expression profiling studies have focused 
on peripheral blood to identify systemic markers of disease. However, gene expression 
patterns in peripheral blood cells greatly depend on inter-individual variations and 
technical aspects such as blood sampling techniques, cell and RNA isolation as well as 
storage temperature or delays in processing. However although significant inter-individual 
variations in gene expression patterns in peripheral blood cells can be seen, these differences 
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are often much less than the differences between blood samples from healthy donors and 
from patients. These observations and the accessibility of peripheral blood, strongly 
suggests that gene expression analysis of peripheral blood is probably the best source for the 
assessment of systemic differences or changes in gene expression associated with disease or 
drug response. (Debey et al., 2004).  

 

Fig. 1. Design, experimental and data analysis steps in a typical microarray gene expression 
experiment. Adapted from Repsilber et al., 2005. 

c) Appropriate experimental design is another critical step for the success of a microarray 

experiment. It’s important to control and exclude as many biases as possible (Ransohoff, 

2007). Integrity and purity of RNA extracted, cDNA labeling and hybridization procedures 

may affect reproducibility, thus these steps need to be standardized and optimized. 

However, several key issues regarding appropriate replication remains in discussion: the 

minimum sample size, the necessity of running multiple arrays with the same samples or 

the potential benefits and risks associated with pooling samples (Smith & Rosa, 2007). 

Increasing the sample size will lower the false discovery and false negative rates but it 

represents an expensive option (Pawitan et al., 2005). Given the well-established 

reproducible commercially available platforms, technical replication is not required 

currently. Finally, pooling samples can reduce the variation between arrays but potential 

outliers may get masked or may compromise the entire pool (Smith & Rosa, 2007). To 

guaranty an improvement of data quality, replication studies in independent patient series 

must be performed, but these analyses are often lacking (Ionnidis et al., 2009).  

d) Data analysis currently represents a major challenge for researchers. A closer look at the 
literature reveals many conflicting results. A consensus regarding strategies in data analysis 
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is required. Over the last few years a number of papers have reviewed in detail how to 
analyze typical microarray data experiments (Allison et al., 2006; Reimers, 2010), to interpret 
them (Michiels et al., 2007) and to report the results (Dupuy & Simon, 2007). The 
multidimensionality of microarrays and possible solutions to deal with this issue are well 
discussed in a recent review (Michiels et al., 2011). 

e) Confirmation and validation studies are another crucial step. For confirmation studies the 
initial results must be reproduced using another assay technology, usually qPCR. Validation 
studies require an independent study in a new sample cohort to confirm that the gene 
signatures defined previously replicate satisfactorily in a similar clinical setting. It may be 
performed by the same research team or ideally by others. These aditional steps reduce false 
positives and the potential for biases (Michiels et al., 2007, 2011). 

Establishing a consensus to optimize each step of the procedure would therefore generate 
more reproducibility in results from different studies. Evidence-based guidelines to perform 
meta-analysis of array data are in progress (Ramasamy et al., 2008) but establishing 
consensus in experimental design and protocols is still the most likely method to minimize 
variation. Clinical trials to confirm the gene signature’s clinical utility on diagnosis and 
treatment decisions are mandatory, after the identification of reliable biomarkers. 

1.3 Microarray applications in rheumatology/spondyloarthritis 

Several microarrays studies have been published looking at spondyloarthritis (SpA). A 
number of early studies used different tissue sources and smaller microarrays with whole-
genome arrays prohibitively expensive (Reviewed in Thomas & Brown MA, 2010a, 2010b). 
The first study in 2002 identified genes more highly expressed in peripheral blood 
mononuclear cells (PBMC) of patients with SpA, rheumatoid arthritis (RA) and psoriatic 
arthritis (PsA), in comparison to normal subjects (Gu et al., 2002a). A 588-gene microarray 
was used as a screening tool and the results were validated by reverse transcription-
polymerase chain reaction (RT-PCR). A total of 16 genes were identified encoding 
differentiation markers, cytokines, cytokine/chemokine receptors and signalling and 
adhesion molecules. An increased expression of C-X-C chemokine receptor type 4 (CXCR4) 
and its ligand Stromal cell-derived factor-1 (SDF-1), in synovial fluid cells, were seen in all 
three arthritis groups. The conclusion was that the CXCR4/SDF-1 is a potential pro-
inflammatory axis for SpA, PsA and RA. However no genes were identified that could 
discriminate between the different diseases. 

In another study gene expression profiles of synovial fluid mononuclear cells (SFMC) from 
SpA and RA patients were compared with PBMC of healthy controls to evaluate the 
unfolded protein response (UPR) hypothesis and identify which cytokines/chemokines 
were being expressed and which cell fractions were involved. An 1176-gene microarray was 
used and the results were validated by RT-PCR. There was an increase in transcripts 
encoding Monocyte chemotactic protein-1 (MCP-1), proteasome subunit C2 and Binding 
immunoglobulin protein (BiP), which suggest the existence of an UPR. BiP was higher in 
SpA SFMC compared to RA SFMC and macrophages were potentially identified as the cell 
type involved (Gu  et al., 2002b). 

A third study identified a gene expression profile in gut biopsies that could differentiate 
SpA patients with sub-clinical gut inflammation from SpA patients without gut disease. 
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2625 differentially expressed sequence tags were initially identified through macroarrays in 
colon biopsies from Crohn’s and SpA patients which were then used to construct a 
microarray which was used to screen a further sample cohort. Ninety five expressed 
sequence tags clustered patients with Crohn’s and those with SpA and chronic gut 
inflammation (Laukens et al., 2006).  

This chapter, Lessons from Genomic Profiling in AS will be focused on studies using 
peripheral blood and microarray platforms covering the whole genome. The results seem to 
be quite heterogeneous reflecting the different methodologies involved, as commented 
above. Several aspects, summarized in Figure 1, may introduce variability and bias in the 
results, specifically; 

a. Patient selection: numbers of patients, the criteria used to classify and include the 
patients, different degrees of activity/severity of the disease and patients receiving 
different therapies are examples of heterogeneity that might influence the final results. 

b. Cell Source used for analysis: PBMC vs. whole blood or a specific cell subset. 
c. Differences in microarray platform technology and data analysis tools. 
d. Differences in methodology used regarding validation of candidate biomarkers. 

Based on seven papers published since 2007, several pathways relevant to potential SpA 
pathological processes have been identified. Moreover, potential biomarkers with 
applications to diagnosis and treatment response prediction in clinical practice were also 
flagged. Table 2, summarizes the similarities and methodological differences between the 
studies and reinforces the caution that should be observed when translating these findings 
to clinical practice. All the knowledge obtained must be interpreted as hypotheses which 
need validation in future studies. 

 

 Subjects Criteria Samples Microarray Validation 

Smith et 

al. 2008 
6AS+2uSPA 

9HC 
mNYC 

ESSG, Amor 
Macrophage Affymetrix qPCR 

Haroon et 

al. 2010 
16AS mNYC PBMC Affymetrix qPCR 

Sharma 
et al. 2009 

11uSPA+7uSPA 
25HC 

Likelihood 
Score 

Whole blood Affymetrix 
Microarrays 

(2nd set) 

Duan et 

al. 2010 
18AS+18HC 
35AS+18HC 

mNYC PBMC Illumina qPCR 

Gu et al. 

2009 

21AS+28uSPA 
23AS+18uSPA 

26HC+12RA+5LBP 
Calin PBMC Illumina qPCR 

Assassi et 

al. 2011 

16AS + 14HC+ 
SLE+SSC 

27AS+27HC 
mNYC Whole bood Illumina qPCR 

Santos et 

al. 2011 
18AS+18HC 
78AS+78HC 

mNYC Whole blood Illumina qPCR 

AS: Ankylosing spondylitis; SPA: Spondyloarthritis; HC: Healthy controls; RA: Rheumatoid 
arthritis; LBP: Lumbar back pain; SLE: Systemic lupus erythematosus; mNYC: modified New York 
criteria; ESSG: European Spondyloarthropathy Study Group; PBMC: Peripheral blood mononuclear 
cells; qPCR: Quantitative reverse transcription polymerase chain reaction. 

Table 2. Comparison between published microarrays studies in  SpA. 
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2. Lessons from genomic profiling in AS 

2.1 The link between an abnormal innate immune response and AS 

One of the most intriguing aspects regarding AS pathogenesis is the possible link between 
pathogens and disease onset. There are several pieces of evidence that an abnormal host 
response against pathogens is implicated in AS and/or SpA pathogenesis. Sixty percent of 
patients with SpA without diagnosed Crohn’s disease evidenced endoscopic or histological 
signs of gut inflammation (Mielants et al., 1995). Moreover, studies showing HLA-B27 
transgenic rats do not develop inflammatory intestinal or peripheral joint disease in a germ-
free environment support a role of commensal gut flora in the shared pathogenesis of gut 
and joint manifestations (Taurog et al., 1994). 

Pattern recognition receptors (PRRs) in innate immune cells play a pivotal role in the first 
line of the host defense system. These receptors are transmembrane receptors such as Toll-
like receptors (TLRs) or C-type lectin receptors (CLRs) and cytosolic receptors RIG-I-like 
receptors (RLRs) and NOD-like receptors (NLRs) (Jeong & Lee, 2011). Interestingly, 
expression changes in genes involved in innate immune response such as TLRs (Assassi et 
al., 2011), NLRP2 (Sharma et al., 2009) and CLEC4D (Pimentel-Santos et al., 2011) were 
consistently observed in several different studies using microarray technology.  

  

Fig. 2. Possible functional interactions between innate immune receptors and AS candidate 
genes (Adapted from Thomas & Brown, 2010a). 

TLRs are characterized by an extracellular leucine-rich repeat (LRR) domain, a 
transmembrane domain and a cytoplasmic Toll/IL-1R (TIR) domain. As many as 13 TLR 
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family members have been identified in mammalian systems with TLRs 1 to 10 expressed in 
humans. They can be divided into 2 groups according to cellular localization and respective 
ligands. TLRs 1, 2, 4, 5, and 6, are expressed on the cell surface and recognize microbial 
components in the outer membrane of bacteria. TLRs 3, 7, 8 and 9 are found in intracellular 
vesicles and recognize microbial nucleic acids (Sirisinha, 2011). TLRs are expressed in 
various immune (monocytes, macrophages, dendritic cells, B cells) and non-immune 
(epithelial cells, endothelial cells, fibroblasts) cells. TLR4 was overexpressed in SpA patients 
in peripheral whole blood cells, assessed by microarray (Assassi et al., 2011; Pimentel-Santos 
et al., 2011), in PBMCs, measured by flow cytometry (De Rycke et al., 2005) and in 
lymphocytes, monocytes and neutrophils by qPCR (Yang et al., 2007). The main ligand for 
TLR4 is lipopolysaccharide (LPS) in the outer membrane of Gram-negative bacteria, 
however, it also recognizes other exogenous pathogens such as mannan from Candida 
albicans, glycoinositolphospholipid from Trypanosoma, and the envelope proteins from 
mouse mammary tumor virus (MMTV) and respiratory syncytial virus (RSV). It also 
recognizes some endogenous molecules, including heat-shock proteins (HSP60, HSP70, and 
HSP gp96), fibrinogen, oligosaccharides of hyaluronic acid, extracellular domain A of 
fibronectin, heparan sulfate, myeloid-related proteins (Mrp8 and Mrp14), oxidized LDL, 
saturated fatty acid and amyloid-ǃ (Jeong & Lee, 2011). Microarray analysis also showed 
overexpression of TLR5 in peripheral whole blood cells from SpA patients (Assassi S et al., 
2011; Pimentel-Santos et al., 2011).  Flagellin, a primary component of Gram negative 
bacteria flagella, is the main ligand for TLR5 (Hayashi et al., 2001), which is mainly 
expressed on the luminar surface of epithelial cells in the mucosal tissues and respiratory 
tract (Gewirtz et al., 2001). 

The wide responsiveness of TLRs to a wide variety of external and internal signals, and the 
link that these receptors establish between the innate and adaptative immune systems, 
reinforces the theory that TLRs are strongly implicated in the development of chronic 
inflammatory diseases. However, mechanistic studies are needed in order to clarify the role 
of specific receptor subtypes in AS development.  

Members of the NOD-like receptor (NLR) family consist of a central nucleotide-binding and 
oligomerization (NACHT) domain, which is commonly flanked by C-terminal leucine-rich 
repeat (LRRs) domain and N-terminal caspase recruitment (CARD) or pyrin (PYD) domains 
(Schroder & Tschopp, 2010). So far, 20 NLR family members have been identified in 
humans. Two main subgroups have been described. One, including NODs (NOD 1-5 and 
CIITA), detects pathogen-associated molecular patterns (PAMPs) existing in Gram-negative 
bacteria cell walls and elicit responses that are distinct from those of the TLRs. The other 
NLR subgroup involves a large family of molecular complexes known as the 
“inflammasomes”, the NLRPs (NLRP1-14) and the IPAF subfamily, consisting of IPAF and 
NAIP (Fitzgerald, 2010; Schroder & Tschopp, 2010). The inflammasomes are 
macromolecular cytosolic complexes composed of several proteins, some of which are found 
in all inflammasomes (pro-caspase-1, Apoptosis-associated Speck-like Protein Containing a 
Caspase Recruitment Domain-ASC), and others which are present depending on the 
inflammasome type (cardinal, pro-caspase-5, domain with function to find-FIIND). These 
complexes are involved in the innate immune response recognizing both endogenous 
signals (adenosine triphosphate, urate, and calcium pyrophosphate crystals) as well as 
external pathogen-derived products (bacterial RNA, bacterial toxins) (Drenth & van der 
Meer, 2006).  
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As such, the reduced expression of Nod-like receptor family, pyrin domain containing 2 
(NLRP2) in AS was a very interesting observation (Sharma et al., 2009). NLRP2, as with other 
NLRs, induces an inhibition of the NFkB signaling pathway, leading to regulation of IL1┚, a 
relevant cytokine in the disease process. The downregulation of NLRP2 may therefore lead 
to upregulation of IL-1┚. Supporting this, polymorphisms in NLR genes have also been 
implicated in Behçet’s disease and Crohn’s disease which share some clinical features with 
AS (Cummings et al., 2010; Kappen et al., 2009). Another interesting point is the association 
of CARD9 with Crohn’s disease and AS (Pointon et al., 2010) which has a pivotal role in 
NOD2 signaling. 

Another family of receptors of particular interest are the C-type lectins which display a 
distinct protein domain, the carbohydrate recognition domain (CRD). Based on the 
organization of their CRDs, 17 distinct groups have been defined (Drickamer & Fadden, 
2002; Zelensky & Gready, 2005). While some recognize DAMPs which facilitate adhesion 
between cells, adhesion of cells to extracellular matrix and other non-enzymatic functions, 
others may act as PRRs (Graham & Brown, 2009) after PAMP recognition. Upon ligand 
biding, C-type lectin receptors can induce a variety of cellular responses, and can be 
functionally divided into those that inhibit or those that induce cellular activation. In 
general, inhibitory receptors contain a consensus immunoreceptor tyrosine-based inhibitory 
motif (ITIM) in their cytoplasmic domains, while activation receptors either contain an 
immunoreceptor tyrosine-based activation motif (ITAM), or associate with signalling 
adaptor molecules. Depending on whether signalling is through ITAM or ITIM , either 
activation of Src homology 2 (SH2) domain-containing protein tyrosine kinases (SyK, ZAP 
10) or SH2 containing-phosphatases (SHP-1, SHP-2) are recruited, thereby up or 
downmodulating cellular activation, respectively (Majeed et al., 2001; Long, 1999). 

Genes encoding for each family are distinctly clustered in the telomeric Natural Killer-gene 
complex (NKC), on chromosome 12. The Dectin-1 cluster of receptors, includes Dectin-1, 
lectin-like oxidized low-density lipoprotein receptor-1 (LOX-1), C-type lectin-like receptor-1 
(CLEC-1), CLEC-2, CLEC12B, CLEC9A and myeloid inhibitory C-type lectin-like receptor 
(MICL). The Dectin-2 cluster of receptors, includes Dectin-2, DCIR, DCAR, BDCA-2, Mincle 
and CLEC4D (Graham & Brown, 2009). 

Dectin-1, is expressed in dendritic cells, monocytes, macrophages, neutrophils and weakly 
in a subset of T cells, B cells and eosinophils. It recognizes fungal ǃ-glucan, working as an 
activating receptor uniquely possessing an ITAM in the cytoplasmic domain. The induction 
of phagocytosis, production of reactive oxygen species and cytokine production is mediated 
by NF-kB and spleen tyrosine kinase (Syk). In addition, some of these effects require 
cooperation with MyD88-mediated TLR signaling (Kanazawa, 2007). 

Dectin-2 and Mincle are expressed in macrophages, dendritic cells and weakly in 
Langerhans cells and monocytes. The receptors recognize several pathogens (Candida 
albicans, Saccharomyces cerevisiae, Mycoplasma tuberculosis, Histoplasma capsulatum) but also 
endogenous ligands. Both have characteristic short cytoplasmic domains and are associated 
with FcRǄ domains. Their activation, inducing the production of proinflammatory 
cytokines, is mediated by Syk- and CARD9-dependent pathways but independently of 
MyD88-mediated TLR signaling (Graham & Brown GD, 2009).  

CLEC4D has been found to be expressed in a monocyte/macrophage restricted manner, and 
although no ligand or biological function has as yet been described, the receptor has been 
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shown to be upregulated at the transcript level in a number of disease settings, similarly to 
two other members of the family, Mincle and Dectin-2. They are able to recognize and 
promote pathogen clearance and induce inflammatory signals. This process seems to follow 
the Syk and CARD9 pathway which was recently implicated in a mouse model of SpA 
(Ruutu et al., 2010). The upregulation of CLEC4D, observed for the first time in an expression 
profiling study of AS patients (Pimentel-Santos et al., 2011), supports the importance of 
innate immune mechanisms in AS pathology. However, further studies are required to 
confirm this hypothesis. 

2.2 Proinflammatory vs. immunosuppressive signatures 

Transcriptional profiling studies have demonstrated that transcripts involved in the 
inflammatory response were differentially expressed in AS patients and controls, but 
reports on the nature of these changes seem to vary. A proinflammatory profile in 
peripheral blood monocyte cells (PBMCs), from undifferentiated spondyloarthritis (uSpA) 
and AS, is indicated by an increased expression of RGS1, NR4A2, HBEGF and SOCS3, in 
both groups (Gu et al., 2009). However, other reports suggest decreased immune 
responsiveness such as a “reverse IFN┛ signature” (Smith et al., 2008), and 
immunosuppressive phenotypes (Duan et al., 2010, Pimentel-Santos et al., 2011). The main 
reason for these differences in the transcriptomic profiles, between the first study and the 3 
later studies, is unknown but differences in patients and methodologies may contribute.  

IFN┛ dysregulation in AS is supported by previous studies of cytokines expression. A lower 
frequency of IFN┛ positive T cells has been reported in AS patients (Rudwaleit et al., 2001) 
and gut biopsy samples show a reduced TH1 profile in lymphocytes from SpA patients (Van 
Damme et al., 2001). Moreover, IFN┛ is expressed at lower levels in synovium from SpA 
compared to rheumatoid arthritis patients (Canete et al., 2000). This knowledge may 
contribute to understanding AS pathogenesis as decresead IFN┛ production by 
macrophages could impair the host’s ability to clear pathogenic organisms. Recent studies 
support this theory (Rothfuchs et al., 2001; Inman et al., 2006), and may implicate 
arthritogenic organisms in AS susceptibility. In addition, IFN┛ reduction, can contribute to 
activation of the IL-23/IL-17 axis a major axis in AS pathogenesis.  

Complementary to the report in macrophages from peripheral blood of AS patients (Smith 
et al., 2008), two different studies, from PBMCs and whole blood, have shown an 
immunosuppressive phenotype (Duan et al., 2010, Pimentel-Santos et al., 2011). The first one 
validated three downregulated genes, Nuclear receptor subfamily 4, group A, member 2 
(NR4A2), Tumor necrosis factor, alpha-induced protein 3 (TNFAIP3) and CD69 molecule 
(CD69). NR4A2 has been associated with T-cell subset communication and the macrophage 
inflammatory response. TNFAIP3 serves as negative feedback system for the TNFǂ induced 
by NFkB, acting as an anti-inflammatory molecule to control prolonged inflammation. CD69 
is an early leukocyte activation molecule expressed at sites of active inflammation. Of 
further interest were the results of Ingenuity Pathways Analysis using the differentially 
expressed geneset showing altered activity of the JAK/STAT signaling pathway in AS 
patients (Duan et al., 2010). Both STAT3 and JAK2 have been shown to be genetically 
associated with IBD and AS (Barrett et al., 2008; Danoy et al., 2010; The Australo-Anglo-
American-Spondyloarthritis-Consortium (TASC), 2011), and represent key downstream 
molecules of the IL-23/IL-17 pathway (Ma et al., 2008).  
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In the second study downregulation of several pro-inflammatory genes were described 
highlighting another aspect of AS pathogenesis (Pimentel-Santos et al., 2011). Protein 
tyrosine phosphatase, non-receptor type 1 (PTPN1) and Dedicator of cytokinesis 10 
(DOCK10), which are both involved in mediating IL4 actions (Paul & Ohara., 1987) were 
downregulated. Protein tyrosine phosphatase 1B (PTP1B), the PTPN1 protein product, is a 
ubiquitously expressed enzyme shown to negatively regulate multiple tyrosine 
phosphorylation-dependent signalling pathways, including the downstream processes 
involved in C-type lectin receptor activation (Majeed et al., 2001; Long, 1999) and IL4 
signalling (Lu et al., 2008). Dock10 is also regulated by IL4 in B cells (Yelo et al., 2008). This is 
of particular interest as IL4 may play a role in AS pathogenesis. Interleukin 4 (IL4), has a 
variety of stimulatory and inhibitory actions on B and T cells (O’Garra et al., 1988; Jelinek & 
Lipsky 1988; Rousset et al., 1988). Recent studies have also indicated a potential role for IL4 
producing CD8+ T cells in the pathogenesis of AS. Although CD8+ T cells are 
predominately associated with the production of ‘TH1’ cytokines, such as IFN┛, there is now 
good evidence that some subsets of these cells can also produce ‘TH2’ cytokines such as IL4, 
IL5 and IL10 (Baek et al., 2008). The potential functions associated with IL4-producing CD8+ 
T cells are as yet unclear but the subtype CD8+/TCR ǂǃ+ T cells, with a regulatory 
phenotype and function (expressing CD25+, CTLA4+, Foxp3+, but negative for IFNǄ and 
perforin), were previously described in peripheral blood of AS patients (Jarvis et al., 2005). 
These results were confirmed in a recent study suggesting an altered pattern of CD8+ T cell 
differentiation in AS and in HLAB27+ healthy individuals. This predisposition to generate 
IL4+CD8+ T cells may play a role in pathogenesis of SpA (Zhang et al., 2009). Further 
supporting this theory, RUNX3 was identified as a candidate gene in a GWAS (Australo-
Anglo-American Spondyloarthritis Consortium (TASC), 2010). The association of RUNX3 
with AS provides additional evidence of a role for CD8+ T cells in the disease. It’s 
expression in immature lymphocytes is triggered by IL7R signalling, leading to suppression 
of CD4 and upregulation of CD8 expression (Park et al., 2010). 

Although there are some differences between the different expression profiling studies, their 

findings do contribute to a greater understanding of the pathogenesis of AS, particularly in 

the delineation of the roles of the innate and adaptive immune responses.  

2.3 Bone ossification and resorption processes 

Bone formation and bone loss take place at sites closely located to each other presenting 
an “apparent paradox”, which is reflected in the changes in bone and cartilage 
metabolism occurring in the AS disease process (Carter & Lories, 2011). Ossification is the 
hallmark of AS and has been linked to aberrant activation of bone morphogenic protein 
(BMP) and wingless (WNT) signaling. Bone resorption, driven by the impact of 
inflammation on the bone remodeling cycle, occurs simultaneously, with up to 56% of 
patients developing systemic osteopenia and some of them systemic osteoporosis (Lange 
et al., 2005).  

Biomarkers, reflecting structural damage and disease activity, constitute a high priority for 
the understanding of the pathogenesis of AS and for the new therapy discovery. Two 
microarray-based studies have contributed to the improvement of knowledge in this field. A 
bone remodeling signature was described associated with an overexpression of BMP6, 
Proprotein convertase subtilisin/kexin type 6 (PCSK6), Kringle containing transmembrane 
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protein 1 (KREMEN1) and Catenin (cadherin-associated protein) alpha-like 1 (CTNNAL1) 
genes in SpA patients (Sharma et al., 2009).  

 

Fig. 3. The canonical WNT signaling pathway (adapted from Carter & Lories, 2011). 

KREMEN1 and CTNNAL1 are negative regulators of WNT/catenin pathway via dickkopf 
homolog 1 (DKK1), or by direct inhibition of ǃ-catenin, respectively. Although four different 
intracellular pathways can be triggered upon WNT receptor interaction, the WNT/ǃ-catenin 
or “canonical” pathway is of particular interest in bone and cartilage biology. This pathway 
involves the interaction of WNT ligands with frizzled (FZD) receptors and low-density 
lipoprotein receptor-related protein 4, 5 or 6 (LRP 4, 5 or 6) co-receptors. In the absence of a 
WNT-FZD-LRP 4/5/6 interaction, cytoplasmic ǃ-catenin is captured within a destruction 
complex comprising adenomatous polyposis coli (APC), axin, glycogen synthase kinase 3ǃ 
(GSK-3ǃ), and casein kinase 1ǂ (CK1 ǂ). The kinases phosphorylate ǃ-catenin, which leads 
to ubiquitinylation and subsequent destruction in a proteasome complex. When WNT does 
complex with FZD and LRP 4/5/6, axin binds to the cytoplasmic tail of LRP5 or 6, thereby 
phosphorylating and inhibiting GSK-3ǃ (Gordon & Nusse, 2006). This process enables 
cytoplasmic ǃ-catenin accumulation which then translocates to the nucleus, where it 
interacts with transcription factor (TCF)/lymphoid enhancer factor (LEF) family members 
and modulates WNT target gene expression (Gordon & Nusse, 2006). Several proteins that 
are not involved in ǃ-catenin stability can also regulate ǃ-catenin signaling. One example is 
the direct association of ǂ-catenin with ǃ-catenin in the nucleus which interferes with 
protein-DNA interactions required for TCF-mediated transcription (Giannini et al., 2000). In 
addition, different endogenous antagonists inhibit WNT signalling; DKK1 and sclerostin 
(SOST). DKK1 acts by direct binding to and inhibiting the WNT co-receptor LRP6. The 
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related DKK2, however, can function either as LRP6 agonist or antagonist, depending on the 
cellular context, suggesting that its activity is modulated by unknown co-factors. In this 
context, the transmembrane proteins KREMEN1 and -2 were recently identified as 
additional DKK receptors, which bind to both DKK1 and DKK2 with high affinity (Mao & 
Niehrs, 2003). It was shown that DKK1 was able to simultaneously bind to LRP5/6 and 
KREMEN and that the ternary complex was rapidly endocytosed, thus preventing the 
WNT-LRP interaction. The interaction with KREMEN seems to be not essential but it plays a 
role in facilitating DKK-mediated antagonism if the level of LRP5/6 is high (Wang et al., 
2008). The upregulation of KREMEN1 and CTNNAL1 genes by these mechanisms can 
compromise bone formation. In contrast, upregulation of BMP6 and its regulator PCSK6 can 
contribute to the AS ossification process. BMPs, members of the transforming growth factor- 
ǃ (TGF ǃ) superfamily, play a crucial role in embryonic development, cell lineage 
determination, and osteoblastic differentiation and function. Enthesitis, a distinctive feature 
of SpA, is associated with heterotopic cartilage and bone formation (enthesophyte) 
(Benjamin & McGonagle, 2001). Different BMPs are expressed in distinct stages of 
ankylosing enthesitis shown in the DBA/1 mouse model. BMP2 is found in proliferating 
cells and entheseal cells committing their differentiation fate to chondrogenesis. BMP7 is 
recognized in prehypertrophic chondrocytes and BMP6 in hypertrophic chondrocytes 
(Lories et al., 2005). Several regulators of endochondral bone formation with different effects 
in different stages were described (Kronenberg, 2003). It is therefore possible that the 
presence of progenitor cells at the entheseal site promotes bone formation in SpA patients. 
Activation of the BMP signaling pathway (phosphorylated Smad1/5) was found in cells at 
the sites of entheseal inflammation in patients with AS (Lories et al., 2005). 

 

Fig. 4. Model representing the effects of SPARC on marrow mesenchymal progenitors 
(adapated from Delany & Hankenson, 2009). 
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Another bone remodeling signature was identified in association with a downregulation of 
SPOCK2, EP300 and PPP2R1A in AS, which are possible mediators in the ossification 
process (Pimentel-Santos et al., 2011).  

SPOCK2, also known as Sparc/osteonectin, is a non-collagenous bone protein. It is a 

member of the matricellular class of glycoproteins which includes periostin, tenascin C, 

osteopontin, bone sialoprotein, thrombospondin-1 and thrombospondin-2 (Alford & 

Hankenson, 2006). It has been hypothesized to play a role in the regulation, production, 

assembly and maintenance of the matrix turnover in cartilage (Hausser et al., 2004; Gruber et 

al., 2005). In this process TGFǃ and IFNǄ exert antagonistic effects, and play important roles 

in the physiologic regulation of extracellular matrix turnover. In fact, TGF┚ positively 

regulates collagen type 1 (COL1A2) through the Smad signal transduction pathway, 

whereas IFN┛ inhibits COL1A2 through Stat1. Additionally, protein phosphatase 2, 

regulatory subunit A (PPP2R1A), also downregulated in AS (Pimentel-Santos et al., 2011), is 

thought to mediate TGF┚ regulation through Smad (Heikkinen et al., 2010). Animal models 

using SPARC-null mice have provided excellent information on the function of this protein 

in bone. SPARC-null mice develop profound low-turnover osteopenia (bone loss), 

associated with decreased numbers of osteoblasts and osteoclasts, and a markedly decreased 

bone-formation rate (Delany et al., 2000; Boskey, 2003). Moreover SPARC-null mice have 

decreased trabecular bone volume due to decreased trabecular number (Machado dos Reis 

et al., 2008) and an increase in extra-skeletal adipose deposits (Mansergh et al., 2007). In vitro 

studies showed accumulation of SPARC during early osteoblastic differentiation, likely in 

association with collagen matrix, which decreases as the cells acquire more osteoblastic 

characteristics. This expression pattern seems appropriate because SPARC regulates 

collagen fibril assembly, and matrix is abundantly deposited in the earlier stages of 

differentiating cultures. SPARC has a positive effect on maintaining and expanding the 

mesenchymal progenitor pool, and promotes osteoblastogenesis/osteoblast function and 

decreases adipogenesis (Delany & Hankenson, 2009.). Expression of SPARC by osteoclasts 

has not been reported. Therefore, the mechanisms by which SPARC limits osteoclast 

formation may involve the direct interaction with osteoclasts or osteoclast precursors 

through the bone matrix, and/or the effect of SPARC on immune cells, marrow stromal 

cells, and osteoblasts supporting osteoclast development (Machado do Reis et al. 2008). In 

summary, recent findings supports the idea that SPARC play a critical role in regulating 

bone remodeling and maintaining bone mass. Thus its dysregulated expression may 

contribute to the aberrant matrix formation in AS. 

Interestingly, the protein produced by EP300 belongs to the group of nuclear p300/CBP 

transcriptional coactivators for both Smad3 and Stat1a that integrate signals that positively 

or negatively regulate COL1A2 transcription (Ghosh et al., 2001). Transactivated p300, 

controlled by phosphoinositide-3 kinase (PI3K)/AKT, is also an important transcriptional 

co-activator of Sox9, which modulates the expression of the major extracellular matrix 

component, aggrecan (Cheng et al., 2009). Moreover, there is some evidence supporting a 

p300 interaction with the Wnt pathway as it is a ǃ-catenin transcriptional coactivator. 

Downregulation of these genes might lead to a loss of matrix integrity thereby accelerating 

tissue damage. This may be reinforced by a pro-inflammatory status associated with 

downregulation of EP300 (Ahmad et al., 2007). 

www.intechopen.com



 
Lessons from Genomic Profiling in AS  

 

149 

2.4 Biomarkers for early diagnostic purposes 

Low back pain (LBP) is a very common symptom, responsible for 3% of annual medical 
visits in the USA (Licciardone, 2008). However only 5% of the chronic back pain seen in 
general practice designated as “inflammatory”, is associated with SpA (Underwood & 
Dawes, 1995). To classify patients with AS or SpA, various criteria sets can be used. The 
modified New York Criteria (van der Linden et al., 1984) for AS, the Amor criteria (Amor et 
al., 1990) and the European Spondyloarthropathy Study Group (ESSG) criteria (Amor et al., 
1991), developed in the 1990s, before magnetic resonance imaging (MRI) was available, 
addressed all SpA subtypes. Recently, it has been proposed to divide SpA patients into 
subgroups according to clinical presentation. The Assessment of SpondyloArthritis 
International Society (ASAS) group has developed criteria to classify patients with axial SpA 
with or without radiographic sacroiliitis, and patients with predominant peripheral SpA 
(Rudwaleit et al., 2009b; Rudwaleit, 2010). With a sensitivity of 82.9% and a specificity of 
84.4% , these axial SpA criteria perform better than the ESSG and Amor criteria, even after 
adding “sacroiliitis on MRI” to the latter. The peripheral criteria with sensitivity of 77.8% 
and specificity of 82.8% are also promising for use in clinical practice (Rudwaleit, 2010). The 
ASAS criteria have been developed as classification criteria but they are likely be useful as 
diagnostic criteria, especially in patients with non-radiographic axial SpA at an outpatient 
rheumatology clinic (van den Berg & van der Heijde, 2010). This may help to make an early 
diagnosis and prevent the current diagnostic delay, described as 5 to 10 years between the 
first occurrence of symptoms and an AS diagnosis (Feldtkeller et al., 2003; Haibel et al., 2007). 
It prevents unnecessary diagnostic tests and more importantly makes it possible to 
commence more effective therapies earlier. This is crucial as at early disease stages, even 
those without definite radiologic sacroiliitis, can suffer as much pain and have as high a 
disease activity as patients with established AS (Rudwaleit et al., 2009a). Therefore, it’s 
important to consider all patients with SpA with predominantly axial involvement 
irrespective of the presence or absence of radiographic changes as belonging to one disease 
continuum (Rudwaleit, 2005). Despite all these advantages with the new ASAS criteria, one 
of the major reasons for diagnosis delay is a low awareness of AS among physicians in 
primary care (Sieper, 2009). In this particular setting, several concerns have been raised 
regarding the use of ASAS criteria for diagnostic purposes (van den Berg &. van der Heijde, 
2010). Thus current diagnosis of AS and SpA still relies on clinical and imaging parameters 
that may be relatively complex for general use in primary care. Screening parameters for an 
early referral of AS patients, easy to apply by the non-specialist, sensitive, specific and not 
too expensive, should be identified. For the rheumatology community this represents a great 
challenge. Expression studies can identify a small number of genes whose expression profile 
might serve as cost effective set of surrogate biomarkers for AS.  

One study has identified a small number of genes whose expression profile might serve as a 
cost-effective set of surrogate biomarkers for AS and uSpA (Gu et al., 2009). In this PBMC-
based microarray study, all included patients fulfilled Calin criteria for inflammatory back 
pain and were taking non-steroidal anti-inflammatory drugs (NSAID’s) and/or 
sulfasalazine. They concluded that the overall gene expression was higher in uSpA than in 
AS patients suggesting that early axial SpA is associated with a more systemic inflammatory 
process. This may represent an interesting point as biomarkers are more helpfull in the early 
stage of SpA rather than the late stage. (Gu et al., 2009). Alternatively, it may reflect the less 
accurate diagnosis involved in uSpA and might be due some uSpA patients being 
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misdiagnosed and actually suffering from a different inflammatory condition. A member of 
the family of regulators of G protein signaling (RGS1,)  was identified as the most promising 
biomarker for uSpA and AS, with this gene more highly expressed in uSpA than in AS. 
They demonstrated a receiver operating characteristic (ROC) area under the curve (AUC) 
range between 0.93-0.99. Biomarkers with ROC AUC 0.8-1.0 are usually considered to be 
useful in clinical practice (Rao, 2003). To evaluate arthritis related factors that might enhance 
RGS1 expression, a panel of 25 cytokines and chemokines on a monocyte derived human 
cell line were used. The 2 strongest activators of RGS1 expression were TNFǂ and IL-17. 
However, in order to be implemented in clinical practice further studies are clearly needed. 
It requires a multicenter, multi-ethnic validation but also comparison with results obtained 
through MRI and the new ASAS classification criteria. There are several other concerns. This 
gene was differentially expressed between AS patients and healthy controls, in another 
microarray study PBMC based (Duan et al., 2010), but contrary to the first study it was 
underexpressed. Finally, it wasn’t identified as differentially expressed in a recent published 
study from a well defined population of Portuguese ethnicity background (Pimentel-Santos 
et al., 2011). These distinct results reinforce the need for larger studies involving different 
ethnic groups.  

2.5 Gene expression changes after anti-TNFα therapy 

Biomarkers that allow quantitative assessment of treatment response have great potential in 

clinical practice. They enable appropriate choice of therapy, drug dosage to maximize effect 

and minimize toxicity, and monitor disease outcomes representing the foundation of 

evidence-based medicine (de Vlam, 2010). The introduction of biologic therapies targeting 

TNFǂ (infliximab, etanercept, adalimumab, golimumab) has changed clinical practice with 

several benefits regarding clinical management and prognosis. Additionally, the scientific 

community is waiting for the market introduction of new biological treatments with new 

targets in the near future. Identification of markers of treatment response would be of great 

clinical benefit by facilitating better targeting of these treatments to those most likely to 

respond, and potentially significantly reduce treatment costs by minimizing use of these 

expensive agents in patients unlikely to respond.  

Until now the Visual Analogue Scale (VAS) pain, VAS general health, BASDAI, 

inflammatory parameters and composite response criteria are used to evaluate treatment 

effect in AS. ASAS defined and validated three levels of response: ASAS20, ASAS40, and 

ASAS partial remission, for patients treated with non-steroidal anti-inflammatory drugs and 

TNFǂ blockade (Anderson et al., 2001). The recent introduction of the ASDAS criteria (van 

der Heijde et al., 2009) seems to be a highly discriminatory instrument for assessing AS 

disease activity and monitoring changes in disease and is finding good use in clinical 

practice. However all these criteria aren’t predictors of response to therapy and greatly rely 

on subjective self-evaluation and are not free from disease-unrelated influences, so 

biomarkers with high sensitivity and specificity for treatment response are highly desirable.  

Current markers of response such as younger age, HLA-B27 carriage, elevation of acute 
phase reactants (CRP), and marked spinal inflammation, as shown by MRI, may be 
predictors of good response; conversely, older age, structural damage and poor function 
may be predictors of poor- or non-response (Rudwaleit et al., 2004; Rudwaleit et al., 2008). 
Data from the British Society of Rheumatology Biologics Register has shown raised 
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inflammatory markers at the start of therapy predicted a greater improvement in disease 
activity, (Lord et al., 2010). Predictors of improvement in function, measured using the 
BASFI, have shown a strong association with gender (significantly greater improvement in 
women) and concurrent DMARDs therapy (Lord et al, 2010). Finally, prevention of damage 
is another important outcome of therapy. Slow radiographic progression of the disease and 
the relatively small fraction of patients progressing over a period of 2-3 years makes 
radiographic evaluation less sensitive for damage evaluation. However, the major predictor 
of progression is previous existing radiographic damage. While it is clear that anti-TNFǂ 
agents have a structural benefit in inflammation-mediated resorptive damage as indicated 
by changes in bone and cartilage metabolism, an effect on radiographic progression remains 
to be demonstrated in AS (de Vlam, 2010). A study of the relationship of biomarker levels, 
disease activity and the spinal inflammation detected by MRI was performed in patients 
with ankylosing spondylitis (AS) receiving Infliximab over a 24 week period. Early 
reductions in IL-6 (by week 2) but not CRP or vascular endothelial growth factor (VEGF), 
were significantly associated with reductions in MRI activity and BASDAI scores by week 
24 in the infliximab group (Visvanathan et al., 2008). However the structural changes of this 
effect are not known. 

Gene expression profiling constitutes a widely available and promising technology to 
identify treatment-associated changes. In two recent studies it was demonstrated that anti-
TNF alpha treatment leads to significant alteration of gene expression and protein profiles, 
supporting the use of systematic gene expression and proteomic analysis to shed new light 
on pathogenic pathways with importance in the chronic inflammation of AS (Haroon et al., 
2010; Grcevic et al., 2010). Anti-TNFǂ therapy induced a rapid change in the expression 
profile within 2 weeks in AS patients with down-regulation of lymphotoxins exhibiting 
inducible expression and competing with herpes simplex virus glycoprotein D for 
herpesvirus entry mediator, a receptor expressed by T lymphocytes (LIGHT), interferon ǂ 
receptor 1 (IFNAR1), interleukin 17 receptor (IL17R) and erythropoietin receptor (EPOR) 
genes. LIGHT, a member of the TNF superfamily, was the most significantly down-
regulated gene and serum soluble LIGHT levels correlate well with other inflammatory 
markers such as, CRP and ESR. However, no significant differences between responders and 
non-responders were observed in either LIGHT mRNA expression or LIGHT serum levels. 
A time gap between changes in inflammatory mediators and improvements in subjective 
disease severity scoring metrics may explain these findings (Haroon et al., 2010). Although 
these results are interesting more studies are needed for validation. Another study using 
peripheral blood expression profiles based on PBMCs cells assessed several bone-regulatory 
factors as potential discriminators of different forms of arthritis, disease activity and therapy 
responsiveness (Grcevic et al., 2010). ROC curve analysis suggested higher expression of 
Runx2 was a potential molecular marker for AS. Although no increased gene expression of 
BMP-4 or LIGHT in AS patients compared with healthy controls were seen, higher 
expression was evident in AS patients resistant to conventional therapy. Thus LIGHT might 
be considered an interesting biomarker to consider in future studies.  

Another marker which must be considered for a treatment-response marker is the CX3CL1-
CC3CR1 complex. In RA, CX3CL1 levels decline in patients showing a clinical response to 
infliximab treatment. Moreover, patients with active RA who did not show a clinical 
response to infliximab showed higher basal CX3CL1 levels than those who did (Odai et al., 
2009). These results suggest that the CX3CL1-CX3CR1 in patients with active RA may be 
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sensitive to anti-TNFǂ therapy and confirm that CX3CL1 plays a crucial role in the 
pathogenesis of RA, although further investigations are required. These results suggest that 
CX3CL1-CX3CR1 may be also relevant in AS process. This is further supported with the 
underexpression of this gene in AS patients (Pimentel-Santos et al., 2011).  

 

Gene symbol Designation Potential role 

BMP6 Bone morphogenic protein 6 

Bone remodelling and 
cartilage matrix turnover 

PCSK6 
Proprotein convertase 
subtilisin/kexin type 6  

KREMEN1 
Kringle containing 
transmembrane protein 1 

CTNNAL1 
Catenin (cadherin-associated 
protein) alpha-like 1  

SPOCK2 Sparc/osteonectin 

EP300 Nuclear p300 

PPP2R1A 
Protein phosphatase 2, 
regulatory subunit A  

RGS1 
Regulators of G protein 
signaling 1 

Diagnosis of early AS/uSPA 

LIGHT 
Ligand for herpesvirus entry 
mediator  

Response to anti-TNF alpha 
treatment 

CX3CL1-CX3CR1 
Chemokine (C-X3-C motif) 
ligand 1 - chemokine (C-X3-C 
motif) receptor 1 

Table 3. Potential clinical applications of microarray findings. 

3. Conclusion 

All the studies described above have contributed to increased knowledge of the 
physiopathological processes involved in AS and have identified potential disease relevant 
biomarkers with significance for clinical practice (see Table 3). The integration of the 
expression profiling data with information obtained from “omic” approaches such as 
proteomic and metabolomic analyses as well as with clinical and imaging data, may further 
elucidate disease processes and therapeutic responses in AS.  

4. Acknowledgment 

We thank Mafalda Matos for her help in figures and tables production.  

5. References 

Agostini, L.; Martinon, F.; Burns, K.; McDermott, MF.; Hawkins, PN. & Tschopp, J. (2004). 

NALP3 forms an IL-1beta-processing inflammasome with increased activity in 

Muckle-Wells autoinflammatory disorder. Immunity, Vol.20, No.3 (March 2004) pp. 

319-325, ISSN, 1503-0775. 

www.intechopen.com



 
Lessons from Genomic Profiling in AS  

 

153 

Ahmad, R.; Qureshi, HY.; El Mabrouk, M.; Sylvester, J.; Ahmad, M. & Zafarullah, M. (2007). 

Inhibition of interleukin 1-induced matrix metalloproteinase 13 expression in 

human chondrocytes by interferon gamma. Annals of Rheumatic Disease, Vol.66, 

No.6 (June 2007) pp. 782-789, ISSN, 1717-9173. 

Alford, AI. & Hankenson, KD. (2006). Matricellular proteins: Extracellular modulators of 

bone development, remodeling, and regeneration. Bone, Vol.38, No.6 (June 2006) 

pp. 749–757, ISSN, 1641-2713. 

Allison, DB.; Cui, X.; Page, GP. & Sabripour, M. (2006). Microarray data analysis: from 

disarray to consolidation and consensus. Nature Reviews Genetics, Vol.7, No.1 

(January 2006) pp. 55-65, ISSN, 1636-9572. 

Amor, B.; Dougados, M, & Mijiyawa, M. (1990). Criteria of the classification of 

spondylarthropathies. Révue du Rhumatism et des Maladies Ostéo-articulaires, 

Vol.57, No.2, (February 1990), pp.:85-89, ISSN 2181-618. 

Amor, B.; Dougados, M.; Listrat, V.; Menkes, C.J.; Dubost, J.J.; Roux, H.; Benhamou, C.; 

Blotman, F.; Pattin, S.; Paolaggi, J.B.; et al. (1991). Evaluation of the Amor criteria for 

spondylarthropathies and European Spondylarthropathy Study Group (ESSG). A 

cross-sectional analysis of 2,228 patients. Annales de Médicine Interne (Paris), 

Vol.142, No.2, (1991), pp.85-89, ISSN. 2064-170 

Anderson, JJ.; Baron, G.; van der Heijde, D.; Felson, DT. & Dougados, M. (2001). Ankylosing 

spondylitis assessment group preliminary definition of short-term improvement in 

ankylosing spondylitis. Arthritis and Rheumatism, Vol.44, No.8 (August 2001) pp. 

1876–1886, ISSN, 1150-8441. 

Assassi, S.; Reveille, JD.; Arnett, FC.; Weisman, MH.; Ward, MM.; Agarwal, SK.; Gourh, P.; 

Bhula, J.; Sharif, R.; Sampat, K.; Mayes, MD. & Tan, FK. (2011). Whole-blood gene 

expression profiling in ankylosing spondylitis shows upregulation of toll-like 

receptor 4 and 5. The Journal of Rheumatology, Vol.38, No.1 (January 2011) pp. 87-98, 

ISSN, 2095-2467. 

Australo-Anglo-American Spondyloarthritis Consortium (TASC); Reveille, J.D., Sims, A.M., 

Danoy, P.; Evans, D.M.; Leo, P.; Pointon, J.J.; Jin, R.; Zhou, X.; Bradbury, L.A.; 

Appleton, L.H.; Davis, J.C.; Diekman, L.; Doan, T.; Dowling, A.; Duan, R.; Duncan, 

E.L.; Farrar, C.; Hadler, J.; Harvey, D., Karaderi, T.; Mogg, R.; Pomeroy, E.; Pryce, 

K.; Taylor, J., Savage, L., Deloukas, P.; Kumanduri, V.; Peltonen, L.; Ring, S.M.; 

Whittaker, P.; Glazov, E.; Thomas, G.P.; Maksymowych, W.P., Inman, R.D., Ward, 

M.M.; Stone, M.A.; Weisman, M.H.; Wordsworth, B.P. & Brown, M.A. (20109. 

Genome-wide association study of ankylosing spondylitis identifies non-MHC 

susceptibility loci. Nature Genetics, Vol.42, No.2, (February 2010), pp.123-127, ISSN 

2006-2062 

Baek, HJ.; Zhang, L.; Jarvis, LB. & Gaston, JS. (2008). Increased IL-4+ CD8+ T cells in 

peripheral blood and autoreactive CD8+ T cell lines of patients with inflammatory 

arthritis. (2008). Rheumatology (Oxford), Vol.47, No.6 (June 2008) pp. 795-803, ISSN, 

1839-0584. 

Barrett, JC.; Hansoul, S.; Nicolae, DL.; Cho, JH.; Duerr, R.; Rioux, JD.;  Brant, SR.; Silverberg, 

MS.; Taylor, KD.; Barmada, MM.; Bitton, A.; Dassopoulos, T.; Datta, LW.; Green, T.; 

Griffiths, AM.; Kistner, EO.; Murtha, MT.; Regueiro, MD.; Rotter, JI.; Schumm, LP.; 

www.intechopen.com



 
Clinical and Molecular Advances in Ankylosing Spondylitis 

 

154 

Steinhart, AH.; Targan, SR.; Xavier, RJ.; NIDDK IBD Genetics Consortium.; 

Libioulle, C.; Sandor, C.; Lathrop, M.; Belaiche, J.; Dewit, O.; Gut, I.; Heath, S.; 

Laukens, D.; Mni, M.; Rutgeerts, P.; Van Gossum, A.; Zelenika, D.; Franchimont, D.; 

Hugot, JP.; de Vos, M.; Vermeire, S.; Louis, E.; Belgian-French IBD Consortium.; 

Wellcome Trust Case Control Consortium.; Cardon, LR.; Anderson, CA.; 

Drummond, H.; Nimmo, E.; Ahmad, T.; Prescott, NJ.; Onnie, CM.; Fisher, SA.; 

Marchini, J.; Ghori, J.; Bumpstead, S.; Gwilliam, R.; Tremelling, M.; Deloukas, P.; 

Mansfield, J.; Jewell, D.; Satsangi, J.; Mathew, CG.; Parkes, M.; Georges, M. & Daly, 

MJ. (2008). Genome-wide association defines more then 30 distinct susceptibility 

loci for crohn’s disease. Nature Genetics, Vol.40, No.8 (August 2008) pp. 955-962, 

ISSN, 1858-7394. 

Belcher, CE.; Drenkow, J.; Kehoe, B.; Gingeras, TR.; McNamara, N.; Lemjabbar, H.; 

Basbaum, C. & Relman, DA. (2000). The transcriptional responses of respiratory 

epithelial cells to Bordetella pertussis reveal host defensive and pathogen counter-

defensive strategies. Proceedings of the National Academy of Science of United States of 

America, Vol.97, No.25 (December 2000) pp. 13847-13852, ISSN, 1108-7813. 

Benjamin, M. & McGonagle, D. (2001). The anatomical basis for disease localisation in 

seronegative spondyloarthropathy at entheses and related sites. Journal of Anatomy, 

Vol.199, No.5 (November 2001) pp. 503-526, ISSN, 1176-0883. 

Boonen, A.; Braun, J.; van der Horst Bruinsma, IE.; Huang, F.; Maksymowych, W.; 

Kostanjsek, N.; Cieza, A.; Stucki, G. & van der Heijde, D. (2010). ASAS/WHO ICF 

core sets for ankylosing spondylitis (AS): how to classify the impact of AS on 

functioning and health. Annals of Rheumatic Disease, Vol.69, No.1 (January 2010) pp. 

102-107, ISSN, 1928-2309. 

Boskey, AL.; Moore, DJ.; Amling, M.; Canalis, E. & Delany, AM. (2003). Infrared analysis of 

the mineral and matrix in bones of osteonectin-null mice and their wildtype 

controls. Journal of Bone and Mineral Research, Vol.18, No.6 (June 2003) pp. 1005-

1011, ISSN, 1281-7752. 

Braun, J.; Bollow, M.; Remlinger, G.; Eggens, U.; Rudwaleit, M.; Distler, A. & Sieper, J. 

(1998). Prevalence of spondylarthropathies in HLA-B27 positive and negative blood 

donors. Arthritis and Rheumatism, Vol.41, No.1 (January 1998) pp. 58-67, ISSN, 9433-

870. 

Canete, JD.; Martinez, SE.; Farres, J.; Sanmarti, R.; Blay, M.; Gomez, A.; Salvador, G. & 

Muñoz-Gómez, J. (2000). Differential Th1/Th2 cytokine patterns in chronic 

arthritis: interferon gamma is highly expressed in synovium of rheumatoid arthritis 

compared with seronegative spondyloarthropathies. Annals of Rheumatic Disease, 

Vol.59, No.4 (April 2000) pp. 263–268, ISSN, 1073-3472. 

Carter, S. & Lories, RJ. (2011). Osteoporosis: A Paradox in Ankylosing Spondylitis. Current 

Osteoporosis Reports. (June 2011) [Epub ahead of print], ISSN, 2164-7573. 

Cheng, CC.; Uchiyama, Y.; Hiyama, A.; Gajghate, S.; Shapiro, IM. & Risbud, MV. (2009). 

PI3K/AKT regulates aggrecan gene expression by modulating Sox9 expression and 

activity in nucleus pulposus cells of the intervertebral disc. Journal of Cellular 

Physiology, Vol.221, No.3 (December 2009) pp. 668-676, ISSN, 1971-1351. 

www.intechopen.com



 
Lessons from Genomic Profiling in AS  

 

155 

Cummings, JR.; Cooney, RM.; Clarke, G.; Beckly, J.; Geremia, A.; Pathan, S.; Hancock, L.; 

Guo, C.; Cardon, LR. & Jewell, DP. (2010). The genetics of NOD-like receptors in 

Crohn's disease. Tissue Antigens, Vol.76, No.1 (July 2010) pp. 48-56, ISSN, 2040-3135 

Danoy, P.; Pryce, K.; Hadler, J.; Bradbury, L.A.; Farrar, C.; Pointon, J.; Australo-Anglo-

American Spondyloarthritis Consortium; Ward, M.; Weisman, M.; Reveille, J.D.; 

Wordsworth, B.P.; Stone, M.A.; Spondyloarthritis Research Consortium of Canada; 

Maksymowych, W.P.; Rahman, P.; Gladman, D.; Inman, R.D. & Brown, M.A. 

(2010). Association of variants at 1q32 and STAT3 with ankylosing spondylitis 

suggests genetic overlap with Crohn's disease. PLoS Genetics, Vol.6, No.12, 

(December 2010), e1001195, ISSN 2115-2001 

De Rycke, L.; Vandooren, B.; Kruithof, E.; De Keyser, F.; Veys. EM. & Baeten D. (2005) 

Tumor necrosis factor alpha blockade treatment down-modulates the increased 

systemic and local expression of Toll-like receptor 2 and Toll-like receptor 4 in  

spondylarthropathy. Arthritis and Rheumatism, Vol.52, No.7 (July 2005) pp. 2146-

2158. 

De Vlam, K. (2010). Soluble and Tissue Biomarkers in Ankylosing Spondylitis. Best Practice 

& Research Clinical Rheumatology, Vol.24, No.5 (October 2010) pp. 671–682, ISSN, 

2103-5087. 

Debey, S.; Schoenbeck, U.; Hellmich, M.; Gathof, BS.; Pillai, R.; Zander, T. & Schultz, JL. 

(2004). Comparison of different isolation techniques prior gene expression profiling 

of blood derived cells: impact on physiological responses, on overall expression 

and the role of different cell types. The Pharmacogenomics Journal, Vol.4, No.3 (2004) 

pp. 193-207, ISSN, 1503-7859.  

Delany, AM.; Amling, M.; Priemel, M.; Howe, C.; Baron, R. & Canalis, E. (2000). Osteopenia 

and decreased bone formation in osteonectin-deficient mice. The journal of clinical 

investigation, Vol.105, No.9 (May 2000) pp. 1325, ISSN, 1079-2008. 

Delany, AM. & Hankenson, KD. (2009). Thrombospondin-2 and SPARC/osteonectin are 

critical regulators of bone remodeling. Journal of cell communication and signalling, 

Vol.3, No.3-4 (December 2009) pp. 227–238, ISSN, 1986-2642. 

Diehn, M.; Alizadeh, AA.; Rando, OJ.; Liu, CL.; Stankunas, K.; Botstein, D.; Crabtree, GR. & 

Brown, PO. (2002). Genomic expression programs and the integration of the CD28 

costimulatory signal in T cell activation. Proceedings of the National Academy of 

Science of United States of America, Vol.99, No.18 (September 2002) pp. 11796-11801, 

ISSN, 1219-5013. 

Drenth, JPH. & van der Meer, JWM. (2006). The inflammasome: a linebacker of innate 

defense. The New England Journal of Medicine, Vol.355, No.7 (August 2006) pp. 730-

732, ISSN, 1691-4711.  

Drickamer, K. & Fadden, A.J. (2002). Genomic analysis of C-type lectins. Biochemical Society 

Symposium, Vol.59, No.69, (2002) pp 59-72, ISSN 1265-5774 

Duan, R.; Leo, P.; Bradbury, L.; Brown, MA. & Thomas, G. (2010). Gene expression profiling 

reveals a downregulation in immune-associated genes in patients with AS. Annals 

of Rheumatic Disease, Vol.69, No.9 (September 2010) pp. 1724-1729, ISSN, 1964-3760. 

www.intechopen.com



 
Clinical and Molecular Advances in Ankylosing Spondylitis 

 

156 

Dupuy, A. & Simon, RM.  (2007). Critical review of published microarray studies for cancer 

outcome and guidelines on statistical analysis and reporting. Journal of the National 

Cancer Institute, Vol.99, No.2 (January 2007) pp. 147-157, ISSN, 1722-7998. 

Feldtkeller, E.; Khan, MA.; van der Heijde, D.; van der Linden, S. & Braun, J. (2003). Age at 

disease onset and diagnosis delay in HLA-B27 negative vs. Positive patients with 

ankylosing spondylitis. Rheumatology International, Vol.23, No.2 (March 2003) pp. 

61-66, ISSN, 1263-4937. 

Fitzgerald, K.A. (2010). NLR-containing inflamasomes: Central mediators of host defense 

and inflammation.  European Journal of Immunology, Vol.40, No.3 (March 2010) pp. 

595-598, ISSN, 2020-1007. 

Gewirtz, AT.; Navas, TA.; Lyons, S.; Godowski, PJ. & Madara, JL. (2001). Cutting edge: 

bacterial flagellin activates basolaterally expressed TLR5 to induce epithelial 

proinflammatory gene expression. Journal of Immunology, Vol.167, No.4 (August 

2001) pp. 1882-1885, ISSN, 1148-9966. 

Ghosh, AK.; Yuan, W.; Mori, Y.; Chen, Sj. & Varga, J. (2001). Antagonistic regulation of type 

I collagen gene expression by interferon-gamma and transforming growth factor-

beta. Integration at the level of p300/CBP transcriptional coactivators. The Journal of 

Biological Chemistry, Vol.276, No.14 (April 2001) pp. 11041-11048, ISSN, 1113-4049. 

Giannini, AL.; Vivanco, MM. & Kypta RM. (2000). Alpha-Catenin Inhibits ǃ-Catenin 

Signaling by Preventing Formation of a ǃ-Catenin T-cell Factor DNA Complex. The 

Journal of Biological Chemistry, Vol.275, No.29 (July 2000) pp. 21883–21888, ISSN, 

1089-6949. 

Gordon, M.D. & Nusse, R. (2006). Wnt signaling: multiple pathways, multiple receptors, and  

multiple transcription factors. The Journal of Biological Chemistry, Vol.281, No.32, 

(August 2006), 22429-22433, ISSN, 1679-3760 

Graham, LM. & Brown, GD. (2009). The Dectin-2 family of C-type lectins in immunity and 

homeostasis. Cytokine. Vol.48, No.1-2 (November 2009) pp. 148–155, ISSN, 1966-

5392. 

Grcevic, D.; Jajic, Z.; Kovacic, N.; Lukic, I.K.; Velagic, V.; Grubisic, F.; Ivcevic, S. & Marusic, 

A. (2010). Peripheral blood expression profiles of bone morphogenetic proteins, 

tumor necrosis factor-superfamily molecules, and transcription factor Runx2 could 

be used as markers of the form of arthritis, disease activity, and therapeutic 

responsiveness. The Journal of Rheumatology, Vol. 37, No.2,(February 2010), pp. 246-

56, ISSN, 2000-8919 

Gruber, HE.; Sage, EH.; Norton, HJ.; Funk, S.; Ingram, J. & Hanley EN, Jr. (2005). Targeted 

deletion of the SPARC gene accelerates disc degeneration in the aging mouse. The 

Journal of Histochemistry Cytochemistry, Vol.53, No.9 (September 2005) pp. 1131-1138, 

ISSN, 1587-9573. 

Gu, J.; Marker-Hermann, E.; Baeten, D.; Tsai, WC.; Gladman, D.; Xiong, M.; Deister, H.; 

Kuipers, JG.; Huang, F.; Song, YW.; Maksymowych, W.; Kalsi, J.; Bannai, M.; Seta, 

N.; Rihl, M.; Crofford, LJ.; Veys, E.; De Keyser, F. & Yu, DT. (2002a). A 588-gene 

microarray analysis of the peripheral blood mononuclear cells of 

spondyloarthropathy patients. Rheumatology (Oxford), Vol.41, No.7 (July 2002) pp. 

759-766, ISSN, 1209-6225. 

www.intechopen.com



 
Lessons from Genomic Profiling in AS  

 

157 

Gu, J.; Rihl, M.; Märker-Hermann, E.; Baeten, D.; Kuipers, JG.; Song, YW.; Maksymowych, 

WP.; Burgos-Vargas, R.; Veys, EM.; De Keyser, F.; Deister, H.; Xiong, M.; Huang, F.; 

Tsai, WC. & Yu, DT. (2002b). Clues to pathogenesis of spondyloarthropathy 

derived from synovial fluid mononuclear cell gene expression profiles. The Journal 

of Rheumatology, Vol.29, No.10 (October 2002) pp. 2159-2164, ISSN, 1237-5327. 

Gu, J.; Wei, YL.; Wei, JC.; Huang, F.; Jan, MS.; Centola, M.; Frank, MB. & Yu, D. (2009). 

Identification of RGS1 as a candidate biomarker for undifferentiated 

spondylarthritis by genome-wide expression profiling and real-time polymerase 

chain reaction. Arthritis and Rheumatism, Vol.60, No.11 (November 2009) pp. 3269-

3279, ISSN, 1987-7080. 

Guillemin, K.; Salama, NR.; Tompkins, LS. & Falkow, S. (2002). Cag pathogenecity island-

specific responses of gastric epithelial cells to Helicobacter pylori infection. 

Proceedings of the National Academy of  Science of United States of America, Vol.99, 

No.23 (November 2002) pp. 15136-15141, ISSN, 1241-1577. 

Haibel, H.; Brandt, HC.; Song, IH.; Brandt, A.; Listing, J.; Rudwaleit, M. & Sieper, J. (2007). 

No efficacy of subcutaneous methotrexate in active ankylosing spondylitis: a 16-

week open-label trial. Annals of Rheumatic Disease, Vol.66, No.3 (March 2007) pp. 

419-421, ISSN, 1690-1959. 

Hamilton, L.; Gilbert, A.; Skerrett, J.; Dickinson, S. & Gaffney, K. (2011). Services for people 

with ankylosing spondylitis in the UK--a survey of rheumatologists and patients. 

Rheumatology (Oxford), (March 2011) [Epub ahead of print], ISSN, 2142-1687. 

Hardiman, G. (2004). Microarrays platforms-comparisons and contrasts. Pharmacogenomics, 

Vol.5, No.5 (July 2004) pp. 487-502, ISSN, 1521-2585. 

Haroon, N.; Tsui, FWL.; O'Shea, FD.; Chiu, B.; Tsui, HW.; Zhang, H.; Marshall, WK. & 

Inman, RD. (2010). From gene expression to serum proteins: biomarker discovery 

in Ankylosing Spondylitis. Annals of the Rheumatic Diseases, Vol.69, No.1 (January 

2010) pp. 297-300, ISSN, 1910-3635. 

Hausser, HJ.; Decking, R. & Brenner, RE. (2004). Testican-1, an inhibitor of pro-MMP-2 

activation, is expressed in cartilage. Osteoarthritis Cartilage, Vol.12, No.11 

(November 2004) pp. 870-877, ISSN, 1550-1402. 

Hayashi, F.; Smith, KD.; Ozinsky, A.; Hawn, TR.; Yi, EC.; Goodlett, DR.; Eng, JK.; Akira, S.; 

Underhill, DM. & Aderem, A . (2001). The innate immune response to bacterial 

flagellin is mediated by Toll-like receptor 5. Nature, Vol.410, No.6832 (April 2001) 

pp. 1099-103, ISSN, 1132-3673. 

Heikkinen, PT.; Nummela, M.; Leivonen, SK.; Westermarck, J.; Hill, CS.; Kähäri, VM. & 

Jaakkola, PM. (2010). Hypoxia-activated Smad3-specific dephosphorylation by 

PP2A. The Journal of Biological Chemistry, Vol.285, No.6 (February 2010) pp. 3740-

3749, ISSN, 1995-1945. 

Hsu, YM.; Zhang, Y.; You, Y.; Wang, D.; Li, H.; Duramad, O.; Qin, XF.; Dong, C. & Lin, X. 

(2007). The adaptor protein CARD9 is required for innate immune responses to 

intracellular pathogens. Nature Immunology, Vol.8, No.2 (February 2007) pp. 198-

205, ISSN, 1718-7069. 

www.intechopen.com



 
Clinical and Molecular Advances in Ankylosing Spondylitis 

 

158 

Inman, RD. & Chiu, B. (2006). Early cytokine profiles in the joint define pathogen clearance 

and severity of arthritis in Chlamydia-induced arthritis in rats. Arthritis and 

Rheumatism, Vol.54, No.2 (February 2006) pp. 499–507, ISSN, 1644-7224. 

Ioannidis, JP.; Allison, DB.; Ball, CA.; Coulibaly, I.; Cui, X.; Culhane, AC.; Falchi, M.; 

Furlanello, C.; Game, L.; Jurman, G.; Mangion, J.; Mehta, T.; Nitzberg, M.; Page, 

GP.; Petretto, E. & van Noort, V. (2009). Repeatability of published microarray gene 

expression analyses. Nature Genetics, Vol.41, No.2 (February 2009) pp. 149-155, 

ISSN, 1917-4838. 

Jarvis, LB.; Matyszak, MK.; Duggleby, RC.; Goodall, JC.; Hall, FC. & Gaston, JS. (2005). 

Autoreactive human peripheral blood CD8+ T cells with a regulatory phenotype 

and function. European Journal of Immunology, Vol.35, No.10 (October 2005) pp. 

2896-2908, ISSN, 1618-0249. 

Jelinek, DF. & Lipsky, PE. (1988). Inhibitory influence of IL-4 on human B cell 

responsiveness. Journal of Immunology, Vol.141, No.1 (July 1988) pp. 164-173, ISSN, 

2837-507. 

Jeong, E. & Lee, JY. (2011). Intrinsic and Extrinsic Regulation of Innate Immune Receptors. 

Yonsei Medical Journal, Vol.52, No.3 (May 2011) pp. 379-392, ISSN, 2148-8180. 

Kanazawa, N. (2007). Dendritic cell immunoreceptors: C-type lectin receptors for pattern-

recognition and signaling on antigen-presenting cells. Journal of Dermatological 

Science, Vol.45, No.2 (February 2007) pp. 77-86, ISSN, 1704-6204. 

Kandpal, R.; Saviola, B. & Felton, J. (2009). The era of 'omics unlimited. Biotechniques, Vol.46, 

No.5 (April 2009) pp. 351-2, 354-5, ISSN, 1948-0630. 

Kappen, JH.; Wallace, GR.; Stolk, L.; Rivadeneira, F.; Uitterlinden, AG.; van Daele, PL.; 

Laman, JD.; Kuijpers, RW.; Baarsma, GS.; Stanford, MR.; Fortune, F.; Madanat, W.; 

van Hagen, PM. & van Laar, JA. (2009). Low prevalence of NOD2 SNPs in Behçet's 

disease suggests protective association in Caucasians. Rheumatology (Oxford), 

Vol.48, No.11 (November 2009) pp. 1375-1377, ISSN, 1974-8964. 

Kronenberg, HM. (2003). Developmental regulation of the growth plate. Nature, Vol.423, 

No.6937 (May 2003) pp. 332-336, ISSN, 1274-8651.  

Lange, U.; Kluge, A.; Strunk, J.; Teichmann, J. & Bachmann, G. (2005). Ankylosing 

spondylitis and bone mineral density--what is the ideal tool for measurement? 

Rheumatol International, Vol.26, No.2 (December 2005) pp.115-120, ISSN, 1553-8574 

Laukens, D.; Peeters, H.; Cruyssen, B.V.; Boonefaes, T.; Elewaut, D.; De Keyser, F.; Mielants, 

H.; Cuvelier, C.; Veys, E.M.; Knecht, K.; Van Hummelen, P.; Remaut, E.; Steidler, L.; 

De Vos, M. & Rottiers, P.(2006). Altered gut transcriptome in spondyloarthropathy. 

Annals of the Rheumatic Diseases, Vol. 65, No.10, (October 2006), pp. 1293-1300, ISSN 

1647-6712 

Li, X.; Quigg, RJ.; Zhou, J.; Gu, W.; Nagesh Rao, P. & Reed, EF. (2008). Clinical Utility of 

Microarrays: Current Status, Existing Challenges and Future Outlook. Current 

Genomics, Vol.9, No.7 (November 2008) pp. 466-474, ISSN, 1950-6735. 

Licciardone, JC. (2008). The epidemiology and medical management of low back pain 

during ambulatory medical care visits in the United States. Osteopathic Medicine and 

Primary Care, Vol.2 (November 2008) pp.11, ISSN, 1902-5636. 

www.intechopen.com



 
Lessons from Genomic Profiling in AS  

 

159 

Long, EO. (1999). Regulation of immune responses through inhibitory receptors. Annual 

Review of Immunology, Vol.17 (1999) pp. 875–904, ISSN, 1035-8776. 

Lord, PAC.; Farragher, TM.; Lunt, M.; Watson, KD.; Symmons, DPM.; HYrich, KL. & BSR 

Biologics Register. (2010). Predictors of response to anti-TNF therapy in ankylosing 

spondylitis: results from the British Society for Rheumatology Biologic register. 

Rheumatology (Oxford), Vol.49, No.3 (March 2010) pp.563-570, ISSN, 2003-2223. 

Lories, RJ.; Derese, I. & Luyten, FP. (2005). Modulation of bone morphogenetic protein 

signaling inhibits the onset and progression of ankylosing enthesitis. The Journal of 

Clinical Investigation, Vol.115, No.6 (June 2005) pp. 1571-1579, ISSN, 1590-2307.  

Lu, X.; Malumbres, R.; Shields, B.; Jiang, X.; Sarosiek, KA.; Natkunam, Y.; Tiganis, T. & 

Lossos, IS. (2008). PTP1B is a negative regulator of interleukin 4-induced STAT6 

signaling. Blood, Vol.112, No.10 (November 2008) pp. 4098-4108, ISSN, 1871-6132.  

Ma, CS.; Chew, GYJ.; Simpson, N.; Priyadarshi, A.; Wong, M.; Grimbacher, B.; Fulcher, DA.; 

Tangye, SG. & Cook, MC. (2008). Deficiency of the Th17 cells in Hyper IgE 

syndrome due to mutation in STAT3. The Journal of Experimental Medicine, Vol.205, 

No.7 (July 2008) pp. 1551-1557, ISSN, 1859-1410. 

Machado do Reis, L.; Kessler, CB.; Adams, DJ.; Lorenzo, J.; Jorgetti, V. & Delany, AM. (2008). 

Accentuated osteoclastic response to parathyroid hormone undermines bone mass 

acquisition in osteonectin-null mice. Bone, Vol.43, No.2 (August 2008) pp. 264–273, 

ISSN, 1849-9553. 

Majeed, M.; Caveggion, E.; Lowell, CA. & Berton, G. (2001). Role of Src kinases and Syk in 

Fcgamma receptormediated phagocytosis and phagosome-lysosome fusion. Journal 

of Leukocyte Biology, Vol.70, No.5 (November 2001) pp. 801–811, ISSN, 1169-8501. 

Mansergh, FC.; Wells, T.; Elford, C.; Evans, SL.; Perry, MJ.; Evans, MJ. & Evans, BA. (2007). 

Osteopenia in Sparc (osteonectin)-deficient mice: characterization of phenotypic 

determinants of femoral strength and changes in gene expression. Physiological 

Genomics, Vol.32, No.1 (December 2007) pp. 64-73, ISSN, 1787-8319. 

Mao, B. & Niehrs, C. (2003). Kremen2 modulates Dickkopf2 activity during Wnt/LRP6 

signaling. Gene, Vol.302, No.(1-2) (January 2003) pp. 179-183, ISSN, 1252-7209. 

Michiels, S.; Koscielny, S. & Hill, C. (2007). Interpretation of microarray data in cancer. 

British Journal of Cancer, Vol.96, No.8 (April 2007) pp. 1155-1158, ISSN, 1734-2085. 

Michiels, S.; Kramarb, A. & Koscielny, S. (2011). Multidimensionality of microarrays: 

Statistical challenges and (im)possible solutions. Molecular Oncology, Vol.5, No.2 

(April 2011) pp.190-196, ISSN, 2134-9780. 

Mielants, H.; Veys, EM.; Cuvelier, C.; De Vos, M.; Goemaere, S.; De Clercq, L.; Schatteman, 

L. & Elewaut, D. (1995). The evolution of spondyloarthropathies in relation to gut 

histology. II. Histological aspects. The Journal of Rheumatology, Vol.22, No.12 

(December 1995) pp. 2273-2278, ISSN, 8835-561. 

Odai, T.; Matsunawa, M.; Takahashi, R.; Wakabayshi, K.; Isozaki, T.; Yajima, N.; Miwa, Y. & 

Kasama, T. (2009). Correlation of CX3CL1 and CX3CR1 Levels with Response to 

Infliximab Therapy in Patients with Rheumatoid Arthritis. The Journal of 

Rheumatology, Vol.36, No.6 (June 2009) pp. 1158-1165, ISSN, 1936-9458. 

www.intechopen.com



 
Clinical and Molecular Advances in Ankylosing Spondylitis 

 

160 

O’Garra, A.; Umland, S.; De France, T. & Christiansen, J. (1988). ’B-cell factors’ are 

pleiotropic. Immunology Today, Vol.9, No.2 (February 1999) pp. 45-54, ISSN, 3151-

436. 

Park, J.H.; Adoro, S.; Guinter, T; Erman, B.; Alag, A.S.; Catalfamo, M.; Kimura, M.Y.; Cui, Y.; 

Lucas, P.J.; Gress, R.E.; Kubo, M.; Hennighausen, L.; Feigenbaum, L.& Singer, A. 

(2010). Signaling by intrathymic cytokines, not T cell antigen receptors, specifies 

CD8 lineage choice and promotes the differentiation of cytotoxic-lineage T cells. 

Nature Immunology, Vol.11, No.3, (Mars 2010), pp. 257-264, ISSN 2011-8929 

Paul, WE. & Ohara, J. (1987). B-cell stimulatory factor-1/interleukin 4. Annual Review of 

Immunology, Vol.5, (1987) pp. 429-459, ISSN, 3297-106. 

Pawitan, Y.; Michiels, S.; Koscielny, S.; Gusnanto, A. & Ploner, A. (2005). False discovery 

rate, sensitivity and sample size for microarray studies. Bioinformatics, Vol.21, No.13 

(July 2005) pp. 3017-3024, ISSN, 1584-0707. 

Pimentel-Santos, FM.; Ligeiro, D.; Matos, M.; Mourão, AF.; Costa, J.; Santos, H.; Barcelos, A.; 

Godinho, F.; Pinto, P.; Cruz, M.; Fonseca, JE.; Guedes-Pinto, H.; Branco, JC.; Brown, 

MA. & Thomas, GP. (2011). Whole blood transcriptional profiling in ankylosing 

spondylitis identifies novel candidate genes that might contribute to the 

inflammatory and tissue-destructive disease aspects. Arthritis Research & Therapy, 

Vol.13, No.2 (April 2011) R57 [Epub ahead of print], ISSN, 2147-0430. 

Pointon, JJ.; Harvey, D.; Karaderi, T.; Appleton, LH.; Farrar, C.; Stone, MA.; Sturrock, RD.; 

Brown, MA. & Wordsworth, BP. (2010). Elucidating the chromosome 9 association 

with AS; CARD9 is a candidate gene. Genes and Immunity, Vol.11, No.6 (September 

2010) pp. 490-496, ISSN, 2046-3747  

Raetz, E.A. & Moos, P.J. (2004).. Impact of microarray technology in clinical oncology. Cancer 

Investigation, Vol. 22, No. 2, (2004), pp. 312-320, ISSN 1519-9613  

Ramasamy, A.; Mondry, A.; Holmes, C.C. & Altman, D.G. (2008). Key issues in conducting a 

meta-analysis of gene expression microarray datasets. PLoS Medicin, Vol.5, No.9, 

(September 2008), e184, ISSN, 1876-7902 

Ransohoff, D.F. (2007). How to improve reliability and efficiency of research about 

molecular markers: roles of phases, guidelines, and study design. Journal of Clinical 

Epidemiology, Vol.60, No.12, (December 2007), pp. 1205-1219, ISSN 1799-807 

Rao, G. (2003). What is an ROC curve? The Journal of  Family Practice,  Vol. 52, No. 9, 

(September 2003), pp. 695, ISSN 1296-7540 

Reimers, M. (2010). Making informed choices about microarray data analysis. PLoS 

Computational Biology, Vol.6, No.5, (May 2010), e1000786, ISSN 2052-3743 

Repsilber, D.; Mansmann, U.; Brunner, E.& Ziegler, A. (2005). Tutorial on Microarray Gene 

Expression Experiments. Methods of Information in  Medicine  (2005), Vol.44, No.3, 

pp. 392-399, ISSN 1611-3762  

Rothfuchs, A.G.; Gigliotti, D.; Palmblad, K.; Andersson, U.; Wigzell, H.& Rottenberg, M.E. 

(2001). IFN-alpha betadependent, IFN-gamma secretion by bone marrow-derived 

macrophages controls an intracellular bacterial infection. Journal of Immunology, 

Vol.167, No.11, (December 2001), pp. 6453–6461, ISSN .1171-4812  

Rousset, F.; Malefijt, R.W.; Slierendregt, B.; Aubry, J.P., Bonnefoy, J.Y.; Defrance, T.; 

Banchereau, J.& de Vries, J.E.(1988). Regulation of Fc receptor for IgE (CD23) and 

www.intechopen.com



 
Lessons from Genomic Profiling in AS  

 

161 

class II MHC antigen expression on Burkitt’s lymphoma cell lines by human IL-4 

and IFN-gamma. Journal of Immunology, (April 1988), Vol.140, No.8, pp. 2625-2632, 

ISSN 2965-726 

Rudwaleit. M.; Siegert, S.; Yin, Z.; Eick, J.; Thiel, A.; Radbruch, A.; Sieper, J.& Braun, J. 

(2001).. Low T cell production of TNFǂ and IFN Ǆ in ankylosing spondylitis: its 

relation to HLA-B27 and influence of the TNF-308 gene polymorphism. Annals of 

the Rheumatic Diseases, Vol.60, No.1, (January 2001), pp.36–42, ISSN 1111-4280 

Rudwaleit, M.; Listing, J.; Brandt, J.; Braun, J.& Sieper, J. (2004). Prediction of a major clinical 

response (BASDAI 50) to tumour necrosis factor alpha blockers in ankylosing 

spondylitis. Annals of the Rheumatic Diseases, Vol.63, No.6, (June 2004), pp. 665-670, 

ISSN 1503-7444 

Rudwaleit, M.; Khan, M.A. & Sieper, J. (2005). The challenge of diagnosis and classification 

in early ankylosing spondylitis: do we need new criteria? Arthritis and Rheumatism, 

Vol.52, No.4, (April 2005),  pp.1000-1008, ISSN 1581-8678 

Rudwaleit, M.; Schwarzlose, S.; Hilgert, E.S.; Listing, J.; Braun, J. & Sieper, J. (2008). MRI in 

predicting a major clinical response to anti-TNF-treatment in ankylosing 

spondylitis. Annals of the Rheumatic Diseases, Vol. 67, No.9, (September 2008), 

pp.1276-1281, ISSN 1800-6539  

Rudwaleit, M.; Haibel, H.; Baraliakos, X.; Listing, J.; Märker-Hermann, E.; Zeidler, H.; 

Braun, J.& Sieper, J. (2009a). The early disease stage in axial spondylarthritis results 

from the German Spondyloarthritis Inception Cohort. Arthritis and Rheumatism, 

Vol.60, No.3, (Mars 2009), pp. 717-727, ISSN. 1924-8087  

Rudwaleit, M.; Landewe, R.; van der Heijde, D.; Listing, J.; Brandt, J.; Braun, J.; Burgos-

Vargas, R.; Collantes-Estevez, E.; Davis, J.; Dijkmans, B.; Dougados, M.; Emery, P.; 

van der Horst-Bruinsma, I.E.; Inman, R.; Khan, M.A.; Leirisalo-Repo, M.; van der 

Linden, S.; Maksymowych, W.P.; Mielants, H.; Olivieri, I.; Sturrock, R.; de Vlam, 

K.& Sieper, J. (2009b). The development of Assessment of SpondyloArthritis 

international Society classification criteria for axial spondyloarthritis (part I): 

classification of paper patients by expert opinion including uncertainty appraisal. 

Annals of the Rheumatic Diseases, Vol.68, No.6, (June 2009), pp.770-776, ISSN 1929-

7345 

Rudwaleit, M.(2010). New approaches to diagnosis and classification of axial and peripheral 

spondyloarthritis. Current Opinion in Rheumatology. Vol.22, No.4, (July 2010), pp. 

375-380, ISSN 2047-3175 

Ruutu, M.; Yadav, B.; Thomas, G.; Steck, R.; Strutton, G.; Tran, A.; Velasco, J.; Deglia Esposti, 

M., Zinkernagel, M.; Brown, M.& Thomas, R. (2010) Fungal beta-glucan triggers 

spondyloarthropathy and Crohn’s disease in SKG mice. Arthritis and Rheumatism, 

Vol.62, Suppl.10, (2010), pp.1446. 

Schroder, K.& Tschopp, J. (2010). The inflammasomes. Cell, Vol.140, No.6, (Mars 2010), 

pp.821-832, ISSN 2030-3873 

Shaffer, A.L.; Yu, X.; He, Y.; Boldrick, J.; Chan, E.P. & Staudt, L.M. (2000). BCL-6 repress 

genes that function in lymphocyte differentiation, inflammation, and cell cycle 

control. Immunity, Vol.13, No.2, (August 2000), pp.199-212, ISSN 1098-1963 

www.intechopen.com



 
Clinical and Molecular Advances in Ankylosing Spondylitis 

 

162 

Shalon, D.; Smith, S.J. & Brown, P.O. (1996). A DNA microarray system for analyzing 

complex DNA samples using two-color fluorescent probe hybridization. Genome 

Research, Vol.6, No.7, (July 1996), pp. 639-645, ISSN 8796-352 

Sharma, S.M.; Choi, D.; Planck, S.R.; Harrington, C.A.; Austin, C.R.; Lewis, J.A.; Diebel, T.N.; 

Martin, T.M.; Smith, J.R. & Rosenbaum, J.T. (2009). Insights in to the pathogenesis 

of axial spondyloarthropathy based on gene expression profiles. Arthritis Research 

& Therapy, Vol.11, No.6, (November 2009), R168, ISSN 1990-0269 

Sieper, J. (2009). Developments in the scientific and clinical understanding of the 

Spondyloarthritides. Arthritis Research & Therapy, Vol.11, No.1, (January 2009), 

R208, ISSN 1923-2062 

Simon, R.; Lam, A.; Li, M.C.; Ngan, M.; Menenzes, S. & Zhao, Y. (2007). Analysis of Gene 

Expression Data Using BRB-Array Tools. Cancer Informatics, Vol.3, (February 2007), 

pp.11-17, ISSN 1945-5231  

Sirisinha, S. (2011). Insight into the mechanisms regulating immune homeostasis in health 

and disease. Asian Pacific Journal of Allergy and Immunology, Vol.29, No.1, (Mars 

2011); pp.1-14, ISSN 2156-0483 

Smith, G.W.& Rosa, G.J.M. (2007). Interpretation of microarray data: Trudging out of the 

abyss towards elucidation of biological significance. Journal of Animal Science, 

Vol.85, Suppl.13, (Mars 2007), E20–23, ISSN 1732-2122  

Smith, J.A.; Barnes, M.D.; Hong, D.; DeLay, M.L.; Inman, R.D.& Colbert, R.A. (2008). Gene 

expression analysis of macrophages derived from ankylosing spondylitis patients 

reveals interferon-gamma dysregulation. Arthritis and Rheumatism, Vol.58, No.6, 

(June 2008), pp.1640-1649, ISSN 1851-2784  

Southern, E.M. (1975). Detection of specific sequences among DNA fragments separated by 

gel electrophoresis. Journal of Molecular Biology, Vol.98, No.3, (November 1975) 

pp.503-517, ISSN 1195-397  

Taurog, J.D.; Richardson, J.A., Croft, J.T.; Simmons, W.A.; Zhou, M.; Fernandez-Sueiro, J.L.; 

Balish, E. & Hammer, R.E. (1994). The germfree state prevents development of gut 

and joint inflammatory disease in HLA-B27 transgenic rats. Journal of Experimental 

Medicine, Vol.180, No.6, (December 1994),  pp.2359-2364, ISSN 7964-509  

The Australo-Anglo-American Spondyloarthritis Consortium (TASC); the Wellcome Trust 

Case Control Consortium 2 (WTCCC2); Evans. D.M.; Spencer, C.C.; Pointon, J.J.; 

Su, Z.; Harvey, D.; Kochan, G.; Opperman, U.; Dilthey, A; Pirinen, M.; Stone, M.A.; 

Appleton, L.; Moutsianis, L.; Leslie, S.; Wordsworth, T.; Kenna, T.J.; Karaderi, T.; 

Thomas, G.P.; Ward, M.M.; Weisman, M.H.; Farrar, C.; Bradbury, L.A.; Danoy, P.; 

Inman, R.D.; Maksymowych, W.; Gladman, D.; Rahman, P.; Spondyloarthritis 

Research Consortium of Canada (SPARCC); Morgan, A.; Marzo-Ortega, H.; 

Bowness, P.; Gaffney, K.; Gaston, J.S.; Smith, M.; Bruges-Armas, J.; Couto, A.R.; 

Sorrentino, R.; Paladini, F.; Ferreira,  M.A.; Xu, H.; Liu, Y.; Jiang, L.; Lopez-Larrea, 

C.; Díaz-Peña, R.; López-Vázquez, A.; Zayats, T.; Band, G.; Bellenguez, C.; 

Blackburn, H.; Blackwell, J.M.; Bramon, E.; Bumpstead, S.J.; Casas, J.P.; Corvin, A.; 

Craddock, N.; Deloukas, P.; Dronov, S.; Duncanson, A; Edkins, S.; Freeman, C.; 

Gillman, M.; Gray, E.; Gwilliam, R.; Hammond, N.; Hunt, S.E.; Jankowski, J.; 

Jayakumar, A.; Langford, C.; Liddle, J.; Markus, H.S.; Mathew, C.G.; McCann, O.T.; 

www.intechopen.com



 
Lessons from Genomic Profiling in AS  

 

163 

McCarthy, M.I.; Palmer, C.N.; Peltonen, L.; Plomin, R.; Potter, S.C.; Rautanen, A.; 

Ravindrarajah, R.; Ricketts, M.; Samani, N.; Sawcer, S.J.; Strange, A.; Trembath, 

R.C.; Viswanathan, A.C.; Waller, M.; Weston, P.; Whittaker, P.; Widaa, S.; Wood, 

N.W.; McVean, G.; Reveille, J.D.; Wordsworth, B.P.; Brown, M.A. & Donnelly, P. 

(2011). Interaction between ERAP1 and HLA-B27 in ankylosing spondylitis 

implicates peptide handling in the mechanism for HLA-B27 in disease 

susceptibility. Nature Genetics, (July 2011) [Epub ahead of print], ISSN 2174-3469 

Thomas, G.P. & Brown, M.A. (2010a). Genetics and genomics of ankylosing spondylitis. 

Immunological Reviews, Vol 233, No.1, (January 2010), pp.162-180, ISSN 2019-2999 

Thomas, G.P. & Brown, M.A. (2010b). Genomics of ankylosing spondylitis. Discovery 

Medicine, Vol.10, No.52, (September 2010), pp. 263-271, ISSN 2087-5348 

Underwood, M.R. & Dawes, P. (1995). Inflammatory back pain in primary care. British 

Journal of Rheumatology. Vol.34, No.11, (November 1995), pp. 1074–1077, ISSN 8542-

211 

van Damme, N.; De Vos, M.; Baeten, D.; Demetter, P.; Mielants, H.; Verbruggen, G.; 

Cuvelier, C.; Veys, E.M.& De Keyser, F. (2001). Flow cytometric analysis of gut 

mucosal lymphocytes supports an impaired Th1 cytokine profile in 

spondyloarthropathy. Annals of Rheumatic Diseases, Vol.60, No.5, (May 2001), 

pp.495–499, ISSN 1130-2872  

van den Berg, R.; van der Heijde, D. (2010). How should we diagnose spondyloarthritis 

according to the ASAS classification criteria. A guide for practicing physicians. 

Polskie Archiwum Medycyny Wewnetrznej, Vol.120, No.11, (November 2010), pp.452-

457, ISSN 2110-2381 

van der Heijde, D.; Lie, E.; Kvien, T.K.; Sieper, J.; Van den Bosch, F.; Listing, J.; Braun, J.; 

Landewé, R. & Assessment of SpondyloArthritis international Society (ASAS). 

(2009). ASDAS, a highly discriminatory ASAS-endorsed disease activity score in 

patients with ankylosing spondylitis. Annals of the Rheumatic Diseases, Vol.68, 

No.12, (December 2009), pp.1811-1818, ISSN 1906-0001 

van der Linden, S.; Valkenburg, H.A. & Cats, A. (1984). Evaluation of diagnostic criteria for 

ankylosing spondylitis. A proposal for modification of the New York criteria. 

Arthritis and Rheumatism, Vol.27, No.4, (April 1984), pp.361–368, ISSN 6231-933 

Visvanathan, S.; Wagner, C.; Marini, J.C.; Baker, D.; Gathany, T.; Han, J.; van der Heijde, 

D.& Braun, J. (2008). Inflammatory biomarkers, disease activity and spinal disease 

measures in patients with ankylosing spondylitis after treatment with infliximab. 

Annals of the Rheumatic Diseases, Vol.67, No.4, (April, 2008), pp.511-517, ISSN 1764-

4552  

Wang, K.; Zhang, Y.; Li, X.; Chen, L.; Wang, H.; Wu, J.; Zheng, J. & Wu, D. (2008). 

Characterization of the Kremen-binding Site on Dkk1 and Elucidation of the Role 

of Kremen in Dkk-mediated Wnt Antagonism. The Journal of Biological Chemistry, 

Vol.83, No.34, (August 2008), pp.23371–23375, ISSN 1850-2762 

Workman, C.; Jensen, L.J.; Jarmer, H.; Berka, R.; Gautier, L.; Nielser, H.B.; Saxild, H.H.; 

Nielsen, C.; Brunak, S.& Knudsen, S. (2002). A new non-linear normalization 

method for reducing variability in DNA microarray experiments. Genome Biology, 

Vol. 3, No.9, (August 2002), research0048, ISSN 1222-5587  

www.intechopen.com



 
Clinical and Molecular Advances in Ankylosing Spondylitis 

 

164 

Yang, Z.X.; Liang, Y.; Zhu, Y.; Li, C.; Zhang, L.Z.; Zeng, X.M. & Zhong, R.Q. (2007). 

Increased expression of Toll-like receptor 4 in peripheral blood leucocytes and 

serum levels of some cytokines in patients with ankylosing spondylitis. Clinical and 

Experimental Immunology, Vol.149, No.1, (July 2007), pp.48-55, ISSN 1745-9079  

Yelo, E.; Bernardo, M.V.; Gimeno, L.; Alcaraz-García, M.J.; Majado, M.J. & Parrado, A. 

(2008). Dock10, a novel CZH protein selectively induced by interleukin-4 in human 

B lymphocytes. Molecular Immunology Vol.45, No.12, (July 2008), pp.3411-3418, ISSN 

1849-9258  

Zelensky, N.A. & Gready, J.E. (2005). The C-type lectin-like domain superfamily. The FEBS 

Journal, Vol.272, No.24, (December 2005), pp. 6179-6217, ISSN 1742-4658 

Zhang, L, Jarvis, L.B.; Baek, H.J. & Gaston, J.S. (2009). Regulatory IL4+CD8+ T cells in 

patients with ankylosing spondylitis and healthy controls. Annals of the Rheumatic 

Diseases, Vol.68, No.8 (August 2009), pp.1345-1351, ISSN 1864-7857  

www.intechopen.com



Clinical and Molecular Advances in Ankylosing Spondylitis

Edited by Dr. Jacome Bruges-Armas

ISBN 978-953-51-0137-6

Hard cover, 164 pages

Publisher InTech

Published online 22, February, 2012

Published in print edition February, 2012

InTech Europe

University Campus STeP Ri 

Slavka Krautzeka 83/A 

51000 Rijeka, Croatia 

Phone: +385 (51) 770 447 

Fax: +385 (51) 686 166

www.intechopen.com

InTech China

Unit 405, Office Block, Hotel Equatorial Shanghai 

No.65, Yan An Road (West), Shanghai, 200040, China 

Phone: +86-21-62489820 

Fax: +86-21-62489821

The first section of the book entitled Clinical and Molecular Advances in Ankylosing Spondylitis is a review of

the clinical manifestations of Ankylosing Spondylitis (AS) and Spondyloarthritis (SpA). The book includes

chapters on Bone Mineral Density measurements, two chapters on the temporomandibular joints, axial

fractures, clinical manifestations, diagnosis, and treatment. Molecular genetics and immune response are

analyzed in the second section of the book; information on HLA-B*27, other MHC genes and the immune

response of AS patients to bacteria is reviewed and updated. Two chapters are dedicated to recent

information on non-MHC genes in AS susceptibility, and to new data on disease pathways generated from

gene expression studies on peripheral blood.

How to reference

In order to correctly reference this scholarly work, feel free to copy and paste the following:

Fernando M. Pimentel-Santos, Jaime C. Branco and Gethin Thomas (2012). Lessons from Genomic Profiling

in AS, Clinical and Molecular Advances in Ankylosing Spondylitis, Dr. Jacome Bruges-Armas (Ed.), ISBN: 978-

953-51-0137-6, InTech, Available from: http://www.intechopen.com/books/clinical-and-molecular-advances-in-

ankylosing-spondylitis/lessons-from-genomic-profiling-in-as



© 2012 The Author(s). Licensee IntechOpen. This is an open access article

distributed under the terms of the Creative Commons Attribution 3.0

License, which permits unrestricted use, distribution, and reproduction in

any medium, provided the original work is properly cited.


