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Introduction
Disc degeneration is a multifaceted chronic process that alters the structure and function of
intervertebral discs [1]. Degenerated discs occur in 40% of individuals under 30 years of age
and greater than 90% of those over 50 [2]. Degeneration can lead to herniations,
radiculopathy, myelopathy, spinal stenosis, and degenerative spondylolisthesis, which can
cause acute or chronic pain; however, degeneration does not always lead to painful
conditions, making painful degeneration a difficult and subjective topic to study and
motivating more precise definitions of degeneration [3–9]. Low back pain is one of the most
frequent conditions requiring medical care and work disability, and 70–85% of all people
have back pain at some point in their life [10]. Over 90% of surgical spine procedures are
performed as a result of conditions associated with degeneration [9]. If we can better
understand the pathophysiology of degeneration, we can work to directly prevent or slow the
process, rather than treat the plethora of disabling conditions it creates [8].

Discs separate spinal vertebrae and distribute pressure while maintaining height against
gravity, allowing motion, and providing structural stiffness during loading [1]. The inner
nucleus pulposus (NP) is a gel-like structure primarily composed of proteoglycans (PG),
water, and collagens. The PG, predominantly aggrecan, is hydrophilic, providing osmotic
pressurization that resists compressive loads [11, 12]. The collagen, mainly type II, provides
structural support. The outer annulus fibrosus (AF) has a fibrocartilaginous structure made
of tough concentric lamellae rich in collagen [7]. Collagen in the AF is mainly type I, and is
important for resisting tension, maintaining structure and keeping the NP constrained within
the AF [13].

The pathophysiology of degeneration is not completely understood but the consensus is that
degeneration begins as early as the second decade of life [14]. When degeneration occurs,
the structure and function of the disc are compromised. In early stages of degeneration, the
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cells make collagen and PG in attempt to repair [15] but as degeneration proceeds, synthesis
slows and disc components break down [16]. A decrease in PG synthesis leads to a loss of
water, height and hydrostatic pressure. Over time this can cause decreased flexibility and
strength. The degeneration process also involves an increase in the synthesis of catabolic
molecules such as matrix metalloproteinase (MMP), which cause further degradation
(Figure 1) [17, 18].

Genetic polymorphisms may explain why some individuals are at a higher risk for
degeneration. These polymorphisms are abundant in the genome, relatively frequent in the
population and some have significant biological effects; thus they are helpful to study. The
exact role of most genetic polymorphisms remains to be unraveled. Elucidating the genetic
components that are associated with degeneration could provide insights into the mechanism
of the process. Eventually, it is hoped that genetic information may be used for identification
of patients at risk of early structural changes but more importantly that it may identify those
patients that will become symptomatic as a result of this degeneration process.

A significant limiting factor in our understanding of degeneration is the lack of a universally
accepted definition for degenerative disc disease and its phenotype [19, 20]. The definition
used in published studies is largely determined by characteristics on MRIs and patient
symptoms [5]. Common structural changes visualized on MRIs include radial fissures, radial
bulging of the annulus, reduced disc height, osteophyte formation, reduced signal intensity
(reflecting disc dehydration) and endplate defects [1, 13, 21, 22]. These phenotypic
alterations occur sometimes but not always, making it hard to know which are necessary to
define clinically relevant degeneration [23]. Using a MRI-based summary score that
includes most of these phenotypes markers may dilute associations [23]. Studies underscore
the heterogeneity of MRI traits and recommend using these phenotypes separately, because
each may represent different aspects of the pathological process [24]. Initiation and the
progression of degeneration are not well understood so it is difficult to know what MRI trait
is most relevant during each stage of the disease [25]. And there may be patients with
abnormal MRIs but no symptoms, further confusing the definition [26, 27].

The purpose of this review is to provide an up-to-date review of gene polymorphisms and
their relationship to disc degeneration that also includes functional roles of these
polymorphisms. Several good review articles exist [20, 28–31] and this article expands on
those existing studies by including a larger list of genes and several associations only
recently described. This review also highlights the functional role of the genes and their
polymorphisms in the pathogenesis of disc degeneration.

Methods
The Pubmed database was searched by the first author for the following keywords: (disc
degeneration OR degenerative disc disease) AND (genetic OR polymorphisms OR gene).
All relevant articles in English were reviewed. There were no cutoff dates utilized.
References were also obtained based on known literature by all co-authors and any
applicable secondary references that were cited in papers that the co-authors read. Our initial
search produced 638 articles that were narrowed by reading article titles and abstracts and
focusing on studies that specifically related to the topic of this review: genetic
polymorphisms and their associations with human disc degeneration.

The co-authors narrowed and finalized the list to 38 studies on 20 genes that are discussed in
this review with the goal of including potential genetic associations with disc degeneration.
Disc degeneration was defined as a chronic, slow process of structural breakdown that
occurs as individuals age; in those with degenerative disc disease, these changes are
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accelerated. However most of the studies in the literature do not make such distinction so
this review included papers that involve individuals with either condition. Papers were
excluded if they focused exclusively on low back pain without assessing the imaging-based
phenotypic characteristics of degeneration because there are many conditions that can cause
low back pain and the focus of this review is on disc degeneration. Papers were also
excluded if they evaluated individuals exclusively with herniations alone without a broader
description of disc degeneration because the focus of this review is on a chronic not acute
process. The co-authors all agreed on these inclusion and exclusion criteria as well as the
final paper selection.

Identified genetic risk factors were grouped into five categories based on their function in
the disc: structural, catabolic, anti-catabolic, inflammatory and other. Where possible, the
associated polymorphisms are uniformly referenced according to their dbSNP rsID (http://
www.ncbi.nlm.nih.gov/projects/SNP/).

Results
Epidemiology

Genetics is an important factor in determining individual risk for developing disc
degeneration. The traditional view that dominated much of the last century was that
occupation [32], physical activity [33], force-injuries [34], smoking [35], repetitive loading
[33, 36], gender and exposure to vibration were the major risk factors for accelerated
degeneration [37]. The influence of genetics was uncertain [36]. However, many twin
studies have identified positive familial aggregation, suggesting some degree of genetic
influence. In an article by Simmons et al. [38], 44.6% of patients who had surgery for
degenerated discs had a positive family history of degeneration compared to 25.4% who did
not. A study by Sambrook et al [11] involving 172 monozygotic and 154 dizygotic twins
found similar results. A summary degeneration score, which included height, signal
intensity, bulging and osteophyte formation, found heritability estimates up to 74% for
lumbar spine and 73% for cervical spine after adjusting for age, weight, height, smoking,
occupation and physical activity [11]. A “severe disease score”, which excluded minor
grades, estimated heritability to be 64% at lumbar and 79% at cervical spine. This suggests
that in addition to environmental risk factors, genetics is also an important factor in
determining variation in disc degeneration.

Further epidemiological twin studies have assessed the relative importance of genetics
compared to other risk factors. In one of the first studies, Battie et al. [39] looked at disc
bulging, narrowing and decreased signal intensity in 115 pairs of male monozygotic twins.
Physical loading explained 7% of the variance in degeneration scores, age an additional 9%
and familial aggregation an additional 61% in the T12-L4 region [39]. In the lower lumbar
levels, physical loading explained 2% of the variability, age an additional 7% and familial
aggregation an additional 34% [39]. These results suggested that genetics and unidentified
factors, likely complex multi-variable interactions, may primarily explain the variance in
disc degeneration. A more recent article by Battie et al. [40] summarized the Twin Spine
Study, which looked at the major determinants of disc degeneration, including occupation,
vibration exposure, smoking, body weight and genetic contributions. The results suggested
that while environmental risk factors do influence degeneration, genetics factors are a larger
determinant of disc degeneration [40].

It is now understood that the development of disc degeneration is likely determined by a
complex combination of factors with gene-environment and gene-gene interactions that
uniquely determine the progression of degeneration in each individual [29]. For example,
Solovieva et al. [41] showed that a polymorphism in type IX collagen and obesity acted
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synergistically to increase the risk of DD. Another study by Solovieva et al. [25] found
gene-gene interactions; the polymorphism in type IX collagen increased the risk of DD only
in the absence of another polymorphism in interleukin-1β. In an association study by
Videman et al. [42] in a Finnish population (n=588), 12 of 99 variants of 25 genes were
found to have significant associations with disc signal intensity in magnetic resonance
imaging (MRI), underscoring the polygenic nature of disc degeneration.

Further complicating this topic, evidence suggests that as DD progresses, heritability of
MRI-defined traits changes. In a recent study by Williams et al. [24] looking at 234 pairs of
twins (90 monozygotic pairs and 144 dizygotic same-sex pairs) in the UK and Australia with
a 10-year follow-up, the degree of heritability of MRI-determined traits varied between traits
as well as age. Change in disc height was not heritable at any age, change in disc signal
intensity and anterior osteophytes were heritable only in those under 50 years of age, and the
presence of disc bulges was heritable for all age groups, especially in those over 60 years of
age. This suggests that genetics may be important not only in determining the risk for
developing DD but also the progression of the disease pathology.

Genetic Polymorphisms
Genetic polymorphisms in 20 genes have been analyzed in association with disc
degeneration. In this review, the proteins encoded by these genes are grouped into five
categories based on their potential function in the disc: structural, catabolic, anti-catabolic,
inflammatory and other (Table 1, Figure 2). Vitamin D receptor and growth differentiation
factor 5 (GDF5) make up the other category. Aggrecan, collagen types I, IX and XI,
fibronectin, hyaluronan and proteoglycan link protein 1 (HAPLN1), thrombspondin,
cartilage intermediate layer protein 1 (CILP1) and asporin are grouped together because they
are, or contribute to components of the extracellular matrix. Matrix metalloproteinase
(MMP) 1, 2 and 3, parkinson protein 2 E3 ubiquitin protein ligase (PARK2) and proteosome
subunit β type 9 (PSMB9) are catabolic molecules and tissue inhibitor of metalloproteinases
(TIMP) is an anti-catabolic molecule. Cyclooxygenase-2 (COX-2), interleukin-1 (IL-1) and
interleukin-6 (IL-6) are inflammatory cytokines. This review focuses on polymorphisms and
their putative role in the pathophysiology of degeneration (Table 2). These genes were
integrated into a conceptual model explaining how polymorphisms can lead to loss of
structural integrity, loss of hydrostatic pressure or enhanced pro-inflammatory states that can
cause potentially painful conditions (Figure 3).

In 1998, Jones et al. [43] and Videman et al [23] were the first to publish on this topic with a
focus on vitamin D receptor. There are many studies prior to 1998 that discuss the
pathophysiology of the proteins involved in the degeneration process, but Jones and
Videman were among the first to look at genetic polymorphisms as risk factors for
degeneration.

Other
Vitamin D Receptor (VDR): The association between VDR and degenerative disc disease
is the first and most robust because it has been validated in large populations of diverse
ethnic backgrounds, including Australian, English, Chinese, Japanese and Finnish
populations. Vitamin D is mediated by VDR and regulates calcium homeostasis, bone
mineralization and remodeling [23]. Two VDR polymorphisms, FokI and TaqI, have been
studied extensively with degeneration and are associated with other common bone disorders,
including osteoporosis and osteoarthritis [44, 45].

Fok1 (rs2228570) is a polymorphism (ATG to ACG) at the first of two potential translation
initiation sites in exon 2 of VDR. Individuals with the T allele, the risk allele (designated f),
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initiate translation at the first start site, producing a full-length VDR protein [46]. Those
with the C allele (designated F) initiate translation at the second start site, and produce a
shorter protein [46]. However, the F allele (shorter allele) interacts more efficiently with the
transcription factor and shows relatively increased function compared to the f allele (longer
allele) [46]. Videman et al. [23] found that in a cohort of 170 men, those with an ff genotype
had a signal intensity 9.3% lower and a summary degeneration score (based on signal
intensity, bulging and disc height) 6.9% more severe than men with the FF genotype. For
this study and all subsequent studies, refer to the table for summaries (Table 3a–b). In a
recent cohort of 300 individuals, the ff genotype was statistically significantly associated
with severe forms of DD [47]. These studies suggest that the longer f allele, which seems to
cause decreased VDR function, increases the risk of degeneration. The exact mechanism of
decreased VDR function leading to degeneration is not well understood. Studies suggested
that Vitamin D might modulate sulfate concentrations and determine the degree of PG
sulfation, which is critical for disc stability [48, 49]. The f allele, with decreased VDR
function, might contribute to less than optimal disc structure that is prone to early
degeneration.

The second polymorphism of the VDR gene, Taq1 (rs731236), is found in a non-coding
region of exon 9 [50]. The risk allele, the t allele, has been shown to increase decay of
mRNA by 30% compared to the normal T allele, which may lead to impaired sulfation of
glycosaminoglycan (GAG) during PG synthesis [48, 49]. Since PG is integral to disc
structure, this polymorphism directly contributes to the breakdown of structure characteristic
of disc degeneration (DD). Alternatively, this variant in VDR may be in linkage
disequilibrium with a true disease predisposing locus nearby, such as in the COL2A1 gene,
and thus may be a proxy marker for DD rather than a true genetic risk marker [50]. A study
by Jones et al. [43] on 282 elderly Australians was the first to show an association between
DD and VDR; individuals homozygous for the risk allele (tt genotype) were associated with
an increased risk of osteophytes and disc narrowing compared to the normal, TT genotype.
A subsequent study on 720 English women confirmed this result [51, 52]. In two studies,
Videman et al. [23] showed that signal intensity was lower (12.9%) and the number annular
tears was higher, in men with the tt genotype compared to the TT genotype. In one of the
largest genetic studies involving 804 Chinese individuals, the t allele was significantly
associated with DD (OR=2.61, p=0.041) [50]. In those less than 40 years old, the association
was even stronger (OR=5.97, p=0.002) [50]. This age correlation is consistent with the
findings in a Japanese population [53]. The frequency of the t allele in the Chinese
population was only 3.7%, while it was 13% in the Japanese and 33% in the Finnish
population. This suggests that the polymorphism may have more of an influence on disc
degeneration in certain populations [50].

Growth differentiation factor (GDF5): GDF5 polymorphisms have been shown to be
associated with peripheral joint osteoarthritis [117] and lumbar disc degeneration [118],
which is consistent with known similarities between the two conditions. The study by
Williams et al. [118] evaluated five female population cohorts from Northern Europe (total
n=5,259). The 5′ upstream single-nucleotide polymorphism variant (rs143383) was found to
be associated with lumbar disc degeneration, as defined by disc space narrowing and
osteophytes on plain radiography or MRI. GDF5 encodes a protein that is involved in
promoting growth and repair. It is a pro-chondrogenic growth factor which has been shown
to increase fiber size in the ligament model of knee stability in rats [118]. The C to T
mutation at position +104 in the promoter region of GDF5 suggests that the variant reduces
GDF5 transcription. The role of this altered protein in disc degeneration may result from
direct effects on the disc itself or periarticular structures such as the longitudinal spinal
ligaments, however further work is needed to better establish its functional role in the
degenerative process [118].
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Structural
Aggrecan (ACAN): The NP is rich in proteoglycan (PG), mainly aggrecan, which forms
large aggregates and become entrapped in a mesh of collagen fibrils [54, 55]. Aggrecan is
responsible for attracting and holding water to maintain swelling pressure that can help the
disc absorb shock and counter compressive loads [7, 16, 56]. As discs degenerate and as
individuals age, aggrecan and water content in the NP decreases [12]. PG accounts up to
70% of dry weight of the NP in young children, but only 20% in mature adults [12, 57]. The
degeneration process also causes a switch in the synthesis of PG from aggrecan to smaller
proteoglycans, biglycan and decorin [58]. This switch alters the matrix physicochemical
properties and may contribute to the pathogenesis of degeneration [58]. The function of
aggrecan relies on the protein’s substituted chondroitin sulphate (CS1 and CS2) and keratan
sulphate (KS) chains with negatively charged glycosaminoglycan (GAG) [59]. The region of
ACAN that encodes for the CS1 domain exhibits variable number of tandem repeats
(VNTR) ranging from 13–33 [57, 60, 61]. Studies suggest that individuals with fewer
repeats may have a lower number of CS chains. This may lead to reduced pressure and
increased susceptibility to premature degeneration [16, 59].

A study by Kawaguchi et al. [62] on 64 individuals was the first to analyze the association
between this polymorphism and lumbar DD in humans. The authors found a significant
difference between the distribution of allele sizes and the severity of MRI-defined DD. In a
group of 20–29 year old Japanese women, A18 (18 repeats) and A21 (21 repeats) were over-
represented in those women with multilevel and severe degeneration (p=0.008). A recent
study by Kim et al. [63] on a Korean population found that the A21 allele was
overrepresented in individuals with degeneration, but only in those less than 40 years old.
Both studies used young subjects who are less exposed to occupational loads and other
environmental stresses allowing results to reflect predominately genetic associations. A
study on 132 Finnish individuals found that a medium-length, specific allele, A26, was
associated with and overrepresented in those with lower back pain and decreased MRI signal
intensity [64]. It is unclear why A26 had the highest risk; there may be a protective
mechanism for shorter and longer genes that has yet to be uncovered. The results of this
study conflict with those of other studies and the disparity can be attributed to differences in
allele distributions across populations. In the Finnish population, only 2.3% had alleles with
less than 26 repeats and none had two short alleles [64]. This suggests that 26 repeats may
be a short fragment and thus carry an increased risk for degeneration in this population,
while it is a medium-length fragment without additional risk in the other populations.

A study by Roughley et al. [59] on 102 individuals average age of 55 years, did not find
such an association. These MRI-defined patients all presented with lower back pain and
were candidates for surgical decompression. The authors suggested that one short allele is
not sufficient to influence disc function in a detrimental manner [59]. Unfortunately, it is
difficult to compare this study to Kawaguchi’s because they focused on younger and older
populations, respectively.

In a recent study of cohort of 588 Finnish males from the Twin Spine Study, after
controlling for age and suspected risk factors such occupation, MRI-based phenotypes were
analyzed to estimate disc degeneration with certain polymorphisms [42]. This was a true
association study in which candidate genes were tested for an association with disc
degeneration. There was an association between one aggrecan gene polymorphism
(rs1042631) and signal intensity as well as disc bulging, while another gene polymorphism
(rs1516797) was found to be associated with disc height narrowing [42]. This is one of the
largest studies to look at aggrecan gene polymorphisms, and the results suggest that it may
be a candidate gene involved in the development of disc degeneration.
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Type I Collagen (COL1): Type I collagen is crucial for the strength of the intervertebral
disc. It is primarily found in the outer AF [12]. Mice with reduced COL1 expression had
mechanically inferior vertebral disc tissue compared to control animals, with decreased
apparent modulus in both compression and torsion [65]. An Sp1 polymorphism (rs1800012)
in the promoter region of COL1A1 is associated with many bone related conditions such as
osteoporosis, and increased fracture risk [66, 67]. Studies suggest that the T allele, the risk
allele, increases Sp1 transcription factor binding, leading to increased collagen α1(I) chain
and collagen α1(I)/α2(I) ratio. The relative increase of collagen α1(I) chain has been
associated with impaired bone strength and may similarly impair disc structure [68].

In a study of 517 elderly Dutch individuals, those homozygous for the risk allele (TT
genotype) were associated with an increased risk of degeneration compared to GT and GG
genotypes (OR 3.6) [68]. This study rightly acknowledged its limitations, particularly the
fact that disc degeneration was defined based on lateral radiographs. Interestingly, another
study found the association to hold true in 24 young Greek soldiers [69]. The TT genotype
was more likely to have MRI-evaluated degeneration than the GT and GG genotypes (33%
and 0% respectively) [69]. However, this cohort is very small so it is difficult to draw
conclusions.

In a recent study on 588 Finnish men from the Twin Spine Study, disc signal intensity was
associated with allelic variants of COL1A1 gene (rs2075555 and rs1007086) [42]. This
study was done on a large population, which helps to strengthen the support for COL1A1 as
an important gene in the development of disc degeneration.

Type IX Collagen (COL9): Type IX collagen is a small structural component of the NP, AF
and endplates of the disc and thus disruption of it is likely to cause degeneration [7].
Collagen IX is a heterotrimer of three α chains (α1, α2, α3) that encode for genes COL9A1,
COL9A2 and COL9A3 [70]. The function is not totally understood, but type IX collagen
provides mechanical support to the disc [71]. Mutations in the COL9 are known to affect
disc degeneration in murine models as well as humans. Transgenic mice with an over-
expression of a mutant α1(IX) collagen and mice with an inactivated COL9A1 gene were
found to have accelerated disc degeneration and more herniations than the age-matched
control mice [72, 73]. There are two polymorphisms, Trp2 (Gln326Trp) and Trp3
(Arg103Trp), found in COL9A2 and COL9A3 respectively, that have been studied in
relation to human disc degeneration. The Trp2 and Trp3 alleles have been associated with
degenerative lumbar spinal stenosis [74] as well as symptomatic spinal stenosis [75]. Thus,
they are candidate polymorphisms to study in relation to disc degeneration.

Annunen et al. [76] was the first to show an association between the Trp2 allele and disc
degeneration in 157 individuals. The Trp2 allele was found in six of 157 individuals with
sciatica, a characteristic symptom of herniation but none of 174 controls. 73% of the sciatic
patients had degeneration detectable on MRI [76]. Linkage analysis showed that the Trp2
allele co-segregated with the disease phenotype in all four of the families studied [76]. A
large cohort study of 804 Chinese individuals confirmed this finding [77]. The Trp2 allele
was associated with a 4-fold increased risk of annular tears in individuals aged 30–39 and a
2.4-fold increase in MRI-defined degeneration and endplate herniations in those 40–49 years
of age [77]. Trp2 was found in 20% of the Chinese population [77]. Another study found the
Trp2 allele in 21.3% of the Japanese population [78]. The study also found Trp2 to be an
age-dependent risk factor, this time in younger patients [78]. Trp2 increased the risk of
severe degeneration 6-fold in patients less than 40 years old with symptomatic herniated
lumbar discs. There was no association with patients over the age of 40, which differs from
the trends of the Chinese study. Interestingly there were no Trp2 alleles found in 105 Greek
individuals [79]. The association between Trp2 and disc degeneration did not hold true in a
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German population of 250 surgically treated patients [80] nor in a second Japanese
population [81]. The study on the Japanese population did find another susceptibility allele
in COL9A2 that was associated with disc degeneration (p=0.025) and even more with severe
degeneration (p=0.011) [81]. The discrepancy in Trp2 associations to disc degeneration can
be likely attributed to the different allele frequencies in the various ethnic groups.

The Trp3 allele in COL9A3 showed a 3-fold increased risk of disc degeneration in the two
different Finnish populations. The Trp3 allele was found in 24% of patients and 9% of
controls in one study [76], and 12.3% of 171 patients compared to 4.7% of 186 controls in
the other study (p=0.000013) [82]. Karppinen et al. [83] found that individuals with at least
one Trp3 allele had an increased number of degenerated discs compared to controls.
Interestingly, the Trp3 allele appeared to be absent in Chinese [77] and Japanese patients
[78]. Solovieva et al. [25] confirmed the Trp3 association with disc degeneration, and also
noted a gene-gene interaction with an IL1β polymorphism (rs1143634). Those with the Trp3
allele without the IL1β polymorphism had an increased risk of signal intensity changes
(OR=7.0), but there was no effect with the IL1β polymorphism [25]. This significant odds
ratio suggests that Trp3 is modified by this additional and seemingly unrelated
polymorphism or that the IL1β polymorphism is a negative confounder, with an unknown
single complementary third factor [25].

The Trp associations are among the most strongly correlated relationships with degenerative
disc disease, with replicated associations in more than two different ethnic populations [28].
This increased risk may be explained by the addition of a big hydrophobic and less soluble
Tryptophan, which is rarely found in collagenous domains. Tryptophan may affect
interactions with other matrix molecules, disrupt the triple helix and weaken disc resistance
to compressive loads [31, 80, 84]. In a biomechanical study, Trp2+ nondegenerated discs
had a mean swelling pressure and compressive modulus value significantly lower that of
Trp2- nondegenerated samples. This study suggests that the Trp2 allele negatively
influences disc mechanics, which may ultimately explain the association with disc
degeneration [85].

The large study on 588 Finnish males from the Twin Spine Study found a COL9A1
polymorphism (rs696990) strongly associated with disc intensity and bulging on MRI as
well as a COL9A2 polymorphism (rs7533552) also associated with disc intensity, but no
associations with polymorphisms of COL9A3 [42]. This study was controlled for age and
suspected risk factors such as occupation.

Type XI Collagen (COL11): Collagen XI is a quantitatively minor collagen in the
intervertebral disc, but is essential for the maintaining the interactions between PG and
collagens [86–88]. It is a heterotrimeric triple-helix molecule made of three α chains -
α1(XI), α2(XI), and α3(XI) [89]. There are several different COL11 single nucleotide
polymorphisms (SNPs) that have been associated with degeneration, however none have so
far been replicated in other populations. Noponen et al. [74] found that those heterozygous
for the risk T allele of a single nucleotide polymorphism in intron 6 of COL11A2
(rs1800587) had an increased risk of developing degenerative lumbar spinal stenosis, which
may relate to underlying degeneration. Solovieva et al. [25] studied a sequence variation in
intron 9 (A/G) of COL11A2 and found that in 135 Finnish men, those with at least one G
allele were associated with an increased risk of bulges compared to those without this
polymorphism (OR 2.1). A large study by Videman et al. [42] on 588 Finnish men found
that two COL11A1 polymorphisms (rs1337185, rs1463035) and three COL11A2
polymorphisms (rs2072915, rs9277933, rs2076311) were associated with MRI-defined disc
bulging and signal intensity respectively. The functional roles in these polymorphisms are
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not yet known - they may produce unstable transcripts of the disease-associated allele.
Instability would cause decreased functional collagen and subsequent degeneration [90].

Fibronectin (FN): Fibronectin is an extracellular glycoprotein that helps organize and
maintain homeostasis of the extracellular matrix [91]. Fibronectin binds to collagen,
functions in cell adhesion, migration and differentiation and regulates cell-matrix and
matrix-matrix interactions [92]. Alternative splicing at three major sites, EDA, EDB and V,
produces up to 20 different FN variant fragments [92, 93]. Evidence is growing to suggest
that these isoforms affect fibronectin function [94, 95]. In cartilage, FN fragments cause
chondrocytes to decrease aggrecan and increase MMP synthesis, leading to articular
cartilage degradation [96–98]. Due to the similarity of cellular and extracellular matrix
properties between cartilage and intervertebral discs, FN fragments may also play a role in
disc degeneration [99, 100].

A study by Oegema et al. [94], found an association between FN fragments and MRI-
defined degeneration, but did not specify the size of the fragment. FN fragments may
stimulate MMP production and contribute to degeneration in the disc, as done in
chondrocytes [99, 100]. A recent study that looked at FN splice variants found higher levels
of EDB+ in degenerated discs compared to controls, suggesting its potential contribution to
degeneration [92]. However these studies may not explain a genetic relationship with
degeneration because many non-genetic components could affect or regulate the gene
splicing. Therefore, further studies need to look carefully at these various fragments and
splicing mechanisms as well as other potential polymorphisms.

Hyaluronan and proteolgycan link protein 1 (HAPLN1): HAPLN1 binds to aggrecan on
the hyaluronic chain, stabilizing the aggregates and thus increasing compression resistance
and shock absorption [101]. HAPLN1 also functions as a growth factor, up-regulating
aggrecan and type II collagen synthesis in cartilage [102]. It seems to be an essential part of
cartilage homeostasis and may also contribute to homeostasis in the disc tissue. In a recent
study of 622 postmenopausal Japanese women, the TT genotype in comparison to CT or CC
genotypes of a single nucleotide polymorphism in intron 2 (rs179851) was found to be
significantly associated with discs narrowing and osteophyte formation (O.R=1.83 and OR
=2.12 respectively) [21]. The mechanism through which this single nucleotide
polymorphism confers increased risk is not well understood. It may have altered the
transcriptional regulation of the gene or may be linked with disease-causing variants in
nearby genes [21]. This large study offers promising data that requires follow up studies in
other populations.

Thrombospondins (THBS): Thrombospondins are a class of extracellular glycoproteins
that bind to collagen and participate in cell-to-cell and cell-to-matrix communication during
tissue genesis and repair [103]. They have diverse functions related to the extracellular
matrix and help regulate the levels of MMP2 and MMP9, which are important in the
pathogenesis of degeneration [104, 105]. Mice deficient in thrombospondin-2 show
abnormal curvature [106] and knockout mice show increased levels of MMP2 after injury
[107]. In a study by Valdes et al. [51], polymorphisms in both THBS2 (intron 3 C>T) and
COMP (A386G), a subgroup of thrombospondins, were associated with a change in the
Kellgren-Lawrence degeneration grade, which is a summary grade based on osteophyte
formation, joint space, sclerosis and bone contour deformities. Another polymorphism, this
one in the thrombospondin receptor, CD36, in the 5′ UTR, was associated with a change in
osteophytes and disc height, but not with the Kellgren-Lawrence degeneration score [51].
These studies suggest that thrombospondins may play an important role in MMP
homeostasis and disc degeneration. These are, to our knowledge, the only studies looking at
such an association, and this area warrants further investigation.
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Cartilage Intermediate Layer Protein (CILP): CILP encodes a protein that is widely
expressed in the disc with increased expression in degeneration [108]. CILP co-localizes
with TGFβ. In vitro studies suggest that CILP may act as a negative regulator of TGFβ,
potentially down regulating aggrecan and collagen II [108]. The negative effect of CILP on
TGFβ signaling increases with degeneration, suggesting that CILP could be a factor in the
pathogenesis of disc degeneration [108].

In an amino acid substitution polymorphism (Ille395Thr) in exon 8 (rs2033711), functional
analysis shows that the risk allele, the C allele, results in increased binding and inhibition of
TGFβ [108]. In a study comparing 467 Japanese patients with symptomatic degeneration to
654 controls, this CILP polymorphism was identified as a risk factor for degeneration (OR
1.61) [108]. However, this association was not found in other ethnic populations, including
243 Finnish and 348 Chinese subjects [109]. The lack of an association does not negate the
results of the Japanese study, especially given its high power, but suggests that there may be
unique genetic risk factors in different ethnic populations, as it may be the case with the
Trp2 and Trp3 polymorphisms in COL9A2 and COL9A3, respectively. Two studies by Min
et al. [110, 111] supported the association between the CILP functional single nucleotide
polymorphism and degeneration in male Japanese judo athletes. These athletes experienced
above normal stress on the lumbar spine, which increases the risk of degeneration. Male
athletes with a C allele were more likely to have disc degeneration than those with a T allele,
suggesting that the product of the risk allele may enhance the degenerative progress.
Interestingly, the C allele did not affect the occurrence of degeneration in Japanese female
athletes [110]. The gender discrepancy may be explained by weight or occupational
differences, or by the fact that this CILP polymorphism is a gender-dependent risk factor
[110]. More studies need to further analyze this association.

Asporin (ASPN): Asporin is a member of the family of small leucine-rich proteoglycans,
most closely related to decorin and biglycan [112]. It is associated with the extracellular
matrix in cartilage, meniscus and several other tissues [112]. It functions to provide
functional support as well as regulate signaling molecules. A typical allelic product has 13
aspartic acid repeats at the N-terminus, but a polymorphic allele at this site can contain 9–20
aspartate repeats [112]. Thee polymorphic allele with 14 aspartate repeats (D14) has been
shown to be associated with osteoarthritis [113]. Interestingly, Song et al. [114] found this
same allele, the D14 allele, to be significantly associated with disc degeneration in Chinese
and Japanese individuals (p=0.000013) from a meta-analysis. Degeneration was measured
using a sliding-window method, which adjusts degeneration scores to an age-specific
median score [115]. They also found that asporin expression levels increased with age and
degeneration, along with a decrease in collagen II and aggrecan [114]. Thus, increased
binding to TGFβ, which is seen in D14 products compared to D13 products, may decrease
the collagen II and aggrecan levels more significantly, leading to increased degeneration
[113, 116]. While a few studies have looked at this association, it has replicated across two
populations, and thus could be a promising new genetic risk factor for degenerative disc
disease.

Catabolic
Matrix Metalloproteinase (MMP): A delicate balance between degradation and synthesis
maintains disc integrity. MMPs are key proteins involved in the breakdown of the
extracellular matrix. There are currently at least 18 members of the MMP family that are
involved in the degradation of different matrix components [119]. Some of these MMPs also
indirectly degrade the matrix by activating other latent MMPs [119]. MMP production can
be up-regulated by pro-inflammatory cytokines, IL1 [119] and TNFα [120]. MMP
expression has been shown to increase with age, which correlates with an associated
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increase in degradation [121]. Many MMPs are expressed in both degenerated and non-
degenerated discs, and thus have a role in homeostasis and degradation. In degraded tissue,
there is an increase in many MMPs, including MMP1, 2, 3, 7, 9, 13, and 28, often according
to the severity of degeneration [13, 122–127]. However, only polymorphisms in MMP1,
MMP2, and MMP3 have been studied as risk factors for disc degeneration.

MMP1: A guanine (G) insertion in the promoter region of MMP1 (rs1799750) creates a
core-binding site for Ets transcription factors, and results in increased promoter activity
[120]. Thus, one would expect that individuals with the insertion have an increased risk of
degeneration due to increased MMP1 production. However, a study by Song et al. [128]
found just the opposite - individuals without the guanine insertion had a 1.5 times increased
risk of degeneration compared to those with insertion. Authors explained that this apparent
contradiction may be due to linkage disequilibrium, with MMP1 located close to other
MMPs [128]. Alternatively, the allele without the guanine insertion may be a common
ancestor allele (high frequency in African and Caucasian populations) that is in linkage
disequilibrium with an unknown disease-causing polymorphism within the same gene [128].

MMP2: A single nucleotide polymorphism in MMP2 (rs243865), disrupts the Sp1
transcription factor binding site and results in decreased transcriptional activity [129].
Individuals homozygous for the risk allele, with a CC genotype, have higher MMP2 levels
than those with a TT or CT genotype [129, 130]. Not surprisingly, the study found that
young individuals with the CC genotype had a nearly a 3-fold increased risk of degeneration
and more severe degeneration compared to those with at least one T allele [129]. This
suggests that the C allele in this MMP2 polymorphism may be a risk factor for early
degeneration [129].

MMP3: Takahashi et al. [131] showed an association with an MMP3 polymorphism and
degenerative disc disease. This promoter region polymorphism produces alleles with 5 or 6
repeats of adenine (5A and 6A respectively) [108]. Compared to the 6A allele, the 5A allele
had twice the promoter activity, which results in more protein produced and a potential
mechanism for increased degeneration [127, 132]. Not surprisingly, in the Japanese
population, having either one or two copies of the 5A allele was associated with increased
degeneration [131]. This association held true in the elderly population, but there was no
significant difference in the young population [131]. The discrepancy may be explained by a
small sample size (49 elderly and 59 young subjects), different techniques used to define
degeneration (MRI in the younger population but radiographs in the elderly population) or it
may be an age-dependent risk factor [51]. Another study of 720 English women found the
5A allele to be associated with lumbar disc degeneration based on osteophytes and disc
narrowing on radiographs. Disc degeneration was not significantly associated with the
Kellgren-Lawrence summary score, which suggests that summary scores may mask true
associations [51]. Another study confirmed the above results; there was a 1.96-fold
increased risk of lumbar disc degeneration with the 5A allele compared to 6A allele in 178
Chinese individuals [37]. This study also found a synergistic gene-environment interaction
between the 5A allele and vibration exposure, bending and twisting [37]. A small Finnish
study did not show an association between the 5A allele and degeneration. These results
may be due to the small sample size or because they focused on a distinct subgroup of
degeneration causing spinal stenosis [74].

Parkinson protein 2, E3 ubiquitin protein ligase (PARK2): In a recent publication using a
large meta-analysis of five Northern European cohorts (n=4,683) a variant in the PARK2
gene on chromosome 6 was found to be significantly associated with disc degeneration
(p<5×10−8) [133]. Single nucleotide polymorphism rs926849 lies within an intron in the
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PARK2 gene; it encodes a base change from T to C. Hypermethylation at one of the CpG
sites on the PARK2 promoter was associated with MRI-defined lumbar disc degeneration.
The PARK2 gene encodes a protein called parkin, which is a component of the multiprotein
E3 ubiquitin ligase complex, which tags unwanted or damaged proteins with ubiquitin
ultimately for proteosomal degradation. Mutations in PARK2 are known in autosomal
recessive juvenile Parksinson’s disease, Alzheimer’s disease, diabetes mellitus and several
solid tumors [134]. This paper is the first to suggest the possibility that methylation of the
PARK2 promoter may influence degeneration of the intervertebral disc. Further functional
studies of the disc are needed to determine the relationship between this gene and
degeneration.

Proteosome subunit β type 9 (P) SMB9: The recent study by Williams et al. [133] also
identified two single nucleotide polymorphisms (rs2187689 and rs7767277) in strong
linkage disequilibrium with PSMB9, which is located in the class II region of the major
histocompatibility complex (MHC) and in association with disc degeneration (p<5×10−8).
The study performed a meta-analysis of five Northern European cohorts (n=4,683). The
protein encoded by PSMB9 is a proteosome that functions to degrade unneeded or damaged
proteins by cleaving peptides in an ATP/ubiquitin-dependent process in a non-lysosomal
pathway [133]. As this is a novel association between this gene and disc degeneration, the
mechanism of this protein as it relates to degeneration still remains to be determined.

Anti-Catabolic
Tissue inhibitors of metalloproteinases (TIMP): TIMP is a group of protease inhibitors
that act on specific MMPs and A Disintegrin and Metalloproteinase with Thrombospondin
Motifs (ADAMTS), a family of peptidases [135]. The balance between these catabolic and
anti-catabolic enzymes is a delicate balance and a slight increase in catabolic or decrease in
anti-catabolic enzymes could tip the balance in favor of degeneration. Valdes et al. [51]
looked at radiographs of 750 women and found a single nucleotide polymorphism in
TIMP1, C124T, which was significantly associated with a change in osteophyte grade
(p=0.006), but not with a change in the Kellgren-Lawrence summary grade or disc
narrowing. This has been the only study thus far to look at TIMP polymorphisms in
association with degenerative disc disease and more MRI-defined phenotypes in others
populations need to be analyzed.

Inflammatory
Interleukins: It is well known that the immune system and inflammation cascades play
important roles in disc degeneration [136, 137] and herniation [138]. These important
factors may have a strong genetic component; polymorphisms in a number if interleukins
have been associated with radiculopathy [123], osteoarthritis [139, 140], rheumatoid arthritis
[141], lower back pain [142], disc degeneration, herniation and sciatica [18, 138, 143].
Interleukins are cytokines that respond to stress and cause a range of systemic responses
[144]. Specifically in the intervertebral disc, pro-inflammatory interleukins stimulate the
production of MMP and inhibit TIMP, thereby inducing a catabolic environment [145, 146].
Studies have found significantly increased levels of cytokines in degenerated, herniated and
aged discs including IL1 (α, β, receptor), -2, -4, -6, -10, and -12, TNFα, and prostaglandin-2
[18, 136, 147–149]. Although only IL1 and IL6 have known polymorphisms associated with
degeneration, many of the others are studied as targets for possible therapeutic interventions.

Interleukin-1 (IL1): IL1 has an important role in the degradation of matrix proteins [143,
144, 150–152]. While TNFα and IL1 are both pro-inflammatory cytokines, compared to
TNFα, IL1 has a higher level of expression in normal discs, suggesting its importance in
regulating normal function as well as a greater increased expression in degenerated discs,
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suggesting its importance in the degeneration process [153]. In normal discs, IL1 has a
negative feedback mechanism involving IL1 receptor antagonists, which help regulate the
level of IL1. In degeneration, the negative feedback cycle is not significant because IL1
expression increases while IL1-receptor antagonist does not [18, 154]. This results in a loss
of equilibrium between IL1 and antagonists and an unchecked increased IL1 activity.
Enhanced IL1 can result in increased expression of IL6 [155] and prostaglandin-2 [143] as
well as matrix degrading enzymes including MMPs and ADAMTS [18, 154, 156, 157].
Consequently, IL1 leads to decreased levels of matrix components including aggrecan,
COL1 and COL2 [18, 139, 158, 159]. IL1 also causes a switch in synthesis from type II to
type I collagen which may contribute to decreased functionality of the disc as it degenerates
[160]. As discs age, sensitivity to IL1 also increases, because of changes in the number or
ligand-binding affinities of receptors, which could contribute to degeneration given its close
relationship with age [150].

Eskola et al. [161] showed that young Danish girls, aged 12–14, with one or more risk
alleles (T allele) in the IL1α single nucleotide polymorphism (rs1800587), had an increased
risk of disc degeneration (OR=2.85). Interestingly, there appears to be a gender effect as it
this polymorphism was not associated with an increased risk for boys [162, 163]. However,
the cohort size of the study was relatively small, and may account for this difference.
Functionally, this polymorphism is associated with an increased transcription of IL1a in the
TT genotype compared to CC, which could explain the increased risk for degeneration
[164]. Studies by Virtanen et al. [165, 166] and Solovieva et al. [166] on Finnish train
engineers, paper mill workers, machine drivers, carpenters and office workers also
confirmed the association between the IL1a T allele and an increased risk of degeneration.
Individuals with the TT genotype had a 2-fold increased risk of bulges compared to the CC
genotype [166]. Both studies also showed gene-environment interactions with a negative
effect of vibration and physical workload on disc structure [165, 166].

Another polymorphism on IL1, this time in IL1β (rs1143634) was studied in relation to disc
degeneration. In an interesting gene-gene effect, the genetic interaction between the
polymorphism in IL1β and the Trp3 allele of COL9A3 was shown to determine the risk of
disc degeneration [25]. This association was discussed in the Type IX Collagen section.
However, in a study by Videman et al. [42] on 588 Finnish men, this IL1β polymorphism
was not found to be associated with MRI-defined degenerative phenotypes while another
IL1α polymorphism (rs2071375) was found to be associated with changes in disc signal
intensity.

Interleukin-6 (IL6): IL6 is a potent pro-inflammatory cytokine that can also act as an anti-
inflammatory cytokine; IL6 may play a protective role in balancing the catabolic effects of
IL1β and TNFα [146]. There are many IL6 polymorphisms that have been associated with
disc degeneration, specifically rs1800797, rs1800796, rs1800795 and rs13006435 that exist
as a haplotype. A Finnish study that could not find any association between IL1
polymorphisms and disc disease found that the risk allele (A allele) in an IL6 single
nucleotide polymorphism in exon 5 (rs13006435) was significantly association with
degenerated patients compared to controls [167]. In another study analyzing the other three
single nucleotide polymorphisms of IL6 (rs1800797, rs1800796, rs1800795), the GCG
haplotype was associated with early disc degeneration in Danish girls (OR 6.46), but not
boys [161]. The gender differences may be attributed to the small sample size. The Finnish
study found that the GGGA haplotype from all four IL6 single nucleotide polymorphisms
was significantly associated with degeneration and the presence of at least one GGGA allele
increased the risk of degeneration by more than a factor of five [167]. In contrast, the young
Danish study found the GGGA haplotype in less than 2% of the population and did not see
any association with early disc degeneration [161]. The discrepancy between the Danish and
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Finnish populations may be related to the definition of degeneration, sample size, or, as in
the case of COL9A3 and other genes, the fact that risk allele frequencies may differ
significantly between populations, affecting certain populations in different ways.

Cyclooxygenase-2 (COX2): COX2 is a gene that codes for the rate-limiting enzyme in the
synthesis of prostanoids, including prostaglandins (PGE-2), prostacyclin and thromboxane
[51, 168]. PGE-2 and COX2 are upregulated in herniated and degenerated discs and thus
may contribute to pain sensation or mediate inflammation [168]. In a study by Valdes et al.
[51] on a cohort of 750 middle-aged women, a strong association was shown between a
COX2 single nucleotide polymorphism (rs5277) and the Kellgren-Lawrence degeneration
grade (p<0.00002). The study used radiographs rather than MRIs, but it seems to suggest
some genetic predisposition for degeneration. Unfortunately there are no large studies that
have attempted to replicate this result in other populations. This may be an important gene to
study in understanding why some people have painful degenerated or herniated discs and
others do not.

Discussion
Studying the genetic factors implicated in disc degeneration remains challenging because of
the vast number of different genes that contribute to the progression of this complex disease,
which does not share a common definition or pathogenesis. Separating genetic and
environmental factors requires well-defined samples in similar environments, which are
often hard to isolate or characterize. There are also differences in the frequency of the
genetic associations with degeneration found in various parts of the world, making
replication and validation of genetic risk factors difficult across populations but necessary
[20]. The lack of a clearly defined disc degeneration phenotype further confuses the genetic
analysis due to the variability of phenotypes used in multiple studies on the same subject
[20].

Age is also a confounding variable and other than the use of age-matched controls and age-
adjusted scores, research has not sufficiently distinguished degeneration that is part of the
structural alterations found with aging from degenerative disc disease or age-accelerated
degeneration [12]. These two processes may have some pathophysiology in common, but
likely involve different permutations that make the two outcomes unique. Most studies
mentioned in this review have not distinguished between these two processes further
confusing the two. Song et al. [114] made this distinction by dividing the population into
two groups, those with scores at or below the median degeneration score for a given age and
those above it. Age-accelerated degeneration was defined in the latter group. This sliding-
window method is an important way to adjust degeneration scores for age effects and
allowed this study to identify a polymorphism in asporin as a risk factor for accelerated disc
degeneration [114].

The association between pain and degeneration is not clearly defined in these studies since
most of them focus on objectively defined MRI phenotypes of degeneration rather than pain
which is more subjectively defined. This may limit the application of these findings in
preventing or alleviating chronic or acute pain that can accompany some degeneration
because the genes involved in degeneration that causes pain may be different from the genes
that affect asymptomatic degeneration.

The discussion of the genes analyzed above were chosen from references narrowed down by
co-authors with the goal of being inclusive and focusing on chronic disc degeneration,
however, our methodology could introduce more bias than a systematic review. Eskola et al.
[20], recently published an extensive systematic review on the subject and also introduced
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protein-protein interaction analyses as a valuable method to help understand the complex
genetic interactions in disc degeneration. This important paper provides perhaps the most
‘credible’ list of genetic markers and their association with lumbar disc degeneration. Our
review prioritized a thorough discussion on a larger number of genes rather than the review
by Eskola et al. which had a longer list of genes but only discussed a few. Our review also
focused on the potential functional involvement of these genes and their polymorphisms in
the pathogenesis of disc degeneration. Like our review, Eskola et al., also concluded that the
phenotypic definition of disc degeneration is highly variable between studies and a large
international group is necessary to help standardize these studies in an effort to isolate true
genetic associations from the large amount of data that exists.

Of the collection of genes described, polymorphisms in VDR, ACAN, COL9, ASPN,
MMP3, IL1 and IL6 appear to be the most promising for broad association with disc
degeneration because they have been validated in more than one ethnic population and have
potential functional roles that support individuals’ susceptibility with these risk alleles to
disc degeneration. Each gene plays an essential role in the development and maintenance of
a healthy disc matrix and each polymorphism can cause a loss of structural integrity, loss of
hydrostatic pressure or an enhanced pro-inflammatory state that can lead to further
catabolism and potentially painful conditions (Figure 3). The degeneration phenotype that
included sciatica and herniation in the systematic review by Eskola et al., described
moderate level of evidence for associations with ASPN, COL11A1, Sickle tail (SKT),
THBS2 and MMP9 [20]. While ASPN is the only overlapping gene in these lists, there is
overlap in the structural and catabolic categories. Advances in genetic studies and increased
precision in the definition of the complex processes of disc degeneration will allow more
targeted diagnosis and treatment strategies. Further analyzing the rest of the genes across
various populations with robust methodologies may help to include or exclude these genes
from the pool of genetic modifiers.

Conclusion
There are known associations between several genetic polymorphisms and disc
degeneration. Specific physiological conditions explain why each polymorphism contributes
to the degeneration process. Some associations are robust; others require follow-up studies
in new populations with large sample sizes. Genetic studies are crucial for understanding the
mechanism of the degeneration. A thorough understanding of the contribution of variation
within the genome is also valuable. This genetic information could eventually be used as a
predictive model for determining a patient’s risk for disc degeneration.
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Figure 2.
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Table 1
Gene Categories

Genes of interest are separated into five groups based on the functional role of the protein in intervertebral
discs. Full names and abbreviations are listed in this table.

Other Vitamin D Receptor VDR

Growth Differentiation Factor 5 GDF5

Structural

Aggrecan ACAN

Type I Collagen COL1

Type IX Collagen COL9

Type XI Collagen COL11

Fibronectin FN

Hyaluronan and proteoglycan link protein 1 HAPLN1

Thrombospondins THBS

Cartilage Intermediate Layer Protein CILP

Asporin ASPN

Catabolic

Matrix Metalloproteinase 1 MMP1

Matrix Metalloproteinase 2 MMP2

Matrix Metalloproteinase 3 MMP3

Parkinson protein 2 E3 ubiquitin protein ligase= PARK2

Proteosome subunit β type 9 PSMB9

Anti-Catabolic Tissue inhibitors of metalloproteinase TIMP

Inflammatory

Interleukin 1 IL1

Interleukin 6 IL6

Cyclooxygenase 2 COX2
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Table 2
Genetic Polymorphisms

The effects of the polymorphism on gene and protein level, and how they contribute to the degeneration
process.

Gene Function Genetic Functional Change Protein Functional Change (contributing
to degeneration)

VDR
Modulate sulfate concentration
which is critical for sulfation of
proteoglycan

Fok1: decreased transcription factor
binding results in decreased functional
VDR
Taq1: increased decay of VDR results in
decreased VDR product

Decreased amount of sulfate for
proteoglycan results in decreased functional
proteoglycan

GDF5 Promotes growth and repair Decreased transcription Decreased growth and repair

ACAN Structure, Maintains pressure Shorter allele binds to less chondroitin
sulphate Decreased functional proteoglycan

COL1 Structure
Increase transcription factor binding results
in increased collagen a1(I)/a2(I) product
ratio

Impaired COL1 protein

COL9 Structure
Addition of Tryptophan- large,
hydrophobic, less soluble amino acid that is
rare in collagen

Decreased interactions with other matrix
molecules

COL11 Structure Unstable transcripts?1 Decreased functional collagen

FN Structure Fragments Decreased aggrecan, Increased MMP

HAPLN1 Structure, Up-regulate aggrecan
and type II collagen synthesis Altered transcriptional regulation? Decreased amount of HAPLN1 results in

decreased Aggrecan stability?

THBS Structure, Regulate MMP Altered transcriptional regulation? Modulate amount MMP

CILP Structure, Inhibit TGFβ
Increased binding to and inhibition of

TGFβ2
Inhibit aggrecan and type II collagen
synthesis

ASPN Structure, Inhibit TGFβ Increased binding to and inhibition of
TGFβ

Inhibit aggrecan and type II collagen
synthesis

MMP1 Catabolic Linkage Disequilibrium with other MMPs? ?

MMP2 Catabolic Increased transcription factor binding Increased MMP

MMP3 Catabolic Increased promoter activity Increased MMP

PARK2 Catabolic Decreased transcription? Decreased proteosomal degradation?

PSMB9 Catabolic ? ?

TIMP Anti-Catabolic ? Decreased TIMP?

IL1 Pro-inflammatory cytokine Increased transcription Increased IL1 and inflammation

IL6 Pro and anti-inflammatory
cytokine ? Increased IL6 and inflammation

COX2 Synthesis of prostanoids (pain
sensation) ? Increased COX2, PGE23, pain and

inflammation

1
?, Unknown information;

2
TGF-β, Transforming growth factor beta;

3
PGE-2, Prostaglandin-E2.
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