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The Lumbar Degenerative Disc: Confusion, Mechanics,
Management
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INTRODUCTION

T

he lumbar disc represents a complex biological ecosystem
dependent on a homeostatic environment. Consistent with
a natural ecosystem, demise and degeneration occurs as a
consequence of one or a combination of environmental disruptions. With this understanding, we must move away from
the general term “degenerative disc disease” (DDD) and
move toward the determination of etiology-specific conditions and the development of etiology-specific preventative or
therapeutic strategies. Our vision must be the optimization of
treatment outcomes for specific conditions of the lumbar disc
and the implementation of degeneration prevention strategies
through genetic or tissue engineering or other biologic modalities.

Confusion
A major source of confusion in the universe of spine
care is the reality that the scientific literature contains multiple, widely different and expensive therapeutic algorithms,
which have been established as successful in the treatment of
the ambiguous, all-inclusive lumbar DDD. Current options
range from non-invasive, purportedly less expensive structured physical therapy and the popular, widely used chiropractic manipulation to the invasive, purportedly more expensive discectomy and fusion, and, most recently, disc
replacement therapy.
Hayden et al.1 performed a meta-analysis of 61 randomized, controlled trials (RCT) evaluating the effectiveness
of exercise therapy in nonspecific adult acute, subacute, and
chronic low back pain (LBP) patients in whom the majority
were diagnosed with lumbar DDD. In their review, it was
determined that exercise therapy resulted in a statistically
significant improvement in functional outcome with decreased pain over other non-interventional treatment options
in patients with chronic LBP. A number of RCT2– 4 have
shown that structured, individually designed programs, including stretching or muscle strengthening, and delivered
with supervision, improved overall pain and functional scores
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in patients with chronic LBP. Furthermore, Hayden et al.1
indicated that a structured, graded activity program improves
absenteeism outcomes in patients with subacute LBP, significant in the fact that worker absenteeism led to $8.8 billion in
work-related low back claims in 1995.5
Chiropractic manipulation has become the most common “alternative” therapy for management of LBP. An estimated 15% of the United States population seeks chiropractic
care annually, with the overwhelming majority of visits for
neck and LBP.6 The availability of practitioners, the perceived low cost of care, and association of symptomatic relief
with chiropractic care have contributed to its popularity, even
though the mechanisms of pain relief are poorly understood.
Meade et al.7 conducted a RCT comparing chiropractic and
hospital outpatient exercise therapy programs in the treatment
of LBP. Results from their trial demonstrated long-term
benefit of chiropractic care compared with outpatient therapy
in patients with chronic or severe pain. Aure et al.8 reported
a multicenter RCT with a 1-year follow-up period demonstrating significantly greater improvement with manual therapy than exercise therapy in patients with chronic LBP in all
outcome measures, including pain, functional disability, general health, spinal range of motion, and return to work.
Notwithstanding, Andersson et al.9 found that the only significant difference among chiropractic manipulation, physical
therapy, and standard medical care in the treatment of chronic
LBP was a favorable reduction in analgesic consumption in
the group receiving spinal manipulation. Moreover, a recent
meta-analysis revealed statistically significant clinical benefits of spinal manipulative therapy only when compared with
either sham manipulation or a group of therapies judged to be
ineffective or even harmful.10
Intradiscal electrothermal therapy (IDET) was developed in 1997 as a potential alternative therapy for selected
patients with symptomatic degenerative disc disease who had
failed to improve with activity modification and aggressive
nonoperative care.11 Proponents tout IDET as the optimal
non-surgical treatment for LBP secondary to internal disc
disruption (IDD), in which pain is thought to be caused by
mechanical and chemical mediation of nociceptors within the
outer third of the annulus fibrosus (AF). By definition, no
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nerve root irritation, radicular pain, or neurological deficit is
involved clinically.11 Hallmark radiographic changes of
DDD, such as disc space narrowing, osteophyte formation,
endplate sclerosis, and gas formation within the disc space,
are not present; furthermore, there is no associated herniation,
prolapse of disc material, or segmental instability noted. It is
thought that discogenic LBP in this group of patients is
caused by radial fissures extending from the nucleus pulposus
(NP) to the outermost surface of the AF. These tears are
visualized on magnetic resonance imaging (MRI) scans as a
high intensity zone (HIZ), considered to be a highly specific
finding for IDD. The HIZ is present as a high intensity signal
on T2-weighted imaging in the substance of the posterior AF,
clearly distinguished from the NP, and surrounded on all
sides by the low intensity signal of the AF.12 These radial
tears are thought to involve branches of the recurrent sinuvertebral nerve (of Luschka), which enters the spinal canal
and innervates the superficial annulus of the levels immediately below and above via small A-delta and C pain fibers,
providing anatomic rationale for the poor localization of a
painful disc.
Clinical success rates of IDET vary significantly from
study to study, due in part to the paucity of well-controlled
studies with adequate follow-up periods. Nevertheless, appreciable measures of success have been reported. Saal and
Saal11 reported on a prospective outcome study with a minimum 2-year follow-up period in patients with discogenic
LBP greater than 3 months in duration. This study has been
widely regarded for its design in selecting patients who had
failed to improve after a 6-month comprehensive care program, consisting of education, physical therapy, activity modification, anti-inflammatory medication, and epidural steroid
injections. Statistically significant improvements in Visual
Analog Scale (VAS) and Short Form-36 (SF-36) measurements were reported with a 71% overall success rate. Pauza
et al.13 reported 6-month results of a randomized, prospective
double-blind study of 55 patients with statistically significant
improvement in the IDET group compared with the placebo
as measured by VAS and Oswestry Disability Index (ODI).
However, whereas approximately 40% of the patients
achieved more than 50% relief of their pain, roughly 50%
experienced no appreciable benefit. The authors concluded
that IDET seemed to provide worthwhile relief in a small
number of strictly defined patients. Complications from IDET
may be largely underreported. Although there are nonspecific
descriptions of catheter breakage and retention in the literature, there are few reports of infection, bleeding, or procedure-related complications. One case of cauda equina syndrome following treatment has been reported, which was felt
to be caused by inadvertent catheter placement into the spinal
canal.14
The biological effects of IDET continue to be debated,
as the theoretical mechanisms of action have not been clearly
© 2006 Lippincott Williams & Wilkins
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validated. In fact, review of the current literature provides no
clear consensus regarding the effects of IDET on neuronal
deafferentation, collagen modulation, or spinal stability.
Many proponents feel that thermal ablation of the painsensitive nerve fibers in the outer annulus is responsible for
decrease in discogenic LBP following IDET. However, a
recent animal study demonstrated that IDET did not denervate posterior annular lesions on histological and immunohistochemical evaluation, giving rise to the possibility that
reported benefits of IDET seem to be related to factors other
than denervation.15 Others theorize that collagen architectural
modulation occurs following IDET, providing increased stiffness and annular stability, though no alteration of annular
morphology was observed when IDET-treated regions were
compared with non-heated regions of the same disc in a
cadaveric study.16 This same study also showed no difference
in stability before or after IDET. In another recent study, HIZ
remained visible on lumbar MRI scans of patients 6 months
after IDET, challenging the notion the procedure is capable of
sealing annular tears by stimulating changes in Type I collagen.17
Resnick et al.,18 in their extensive analysis of the
literature pertaining to degenerative lumbar disc disease,
found Class III evidence to support the use of epidural steroid
injection (ESI) therapy in selected patients. Specifically, lumbar ESI were recommended as a treatment option to provide
temporary, symptomatic relief in selected patients with
chronic low-back pain. The authors noted difficulties in
interpreting earlier reports, which did not consistently use
fluoroscopic imaging and contrast administration to confirm
needle placement before 2000. In addition, a number of
earlier studies included mixed patient populations, consisting
of those with pain primarily radicular in origin, as well as
those with primary LBP. Thus, the ability to discern the
effects of lumbar ESI has been confounded by the inclusion
of patients with primary radicular complaints in a number of
earlier studies. Butterman19 reported greater improvement in
pain and outcome scales in the first 6 months after ESI in
patients with symptomatic lumbar DDD with inflammatory
endplate changes (Modic Type I) than in those without
adjacent endplate changes on MRI scans.
Since the early 1990s, a number of studies have shown
lumbar fusion achieves superior results to either nonoperative
therapy or decompressive surgery alone in the treatment of
refractory LBP owing to degenerative lumbar disorders.
However, the greatest debate concerning the use of lumbar
fusion exists for the diagnosis of discogenic LBP or IDD.
Available information indicates that morphological abnormalities, such as bone spurs, Modic endplate changes, and
intervertebral disc bulges seen on MRI scans in conjunction
with concordant pain on discography may be predictive of
patients who might benefit from a stabilization procedure.20
In the only randomized, prospective trial to date on the
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surgical treatment of patients with discogenic LBP, Fritzell et
al.21 evaluated a series of 294 patients undergoing either
conservative management or one of three lumbar fusion
procedures. Two-year follow-up data demonstrated significantly better outcomes in fusion patients over conservatively
treated patients in clinical and functional assessment scales,
including ODI and VAS. Although not blinded, the Swedish
Lumbar Spine Study Group provided Class I evidence for the
beneficial outcome derived from lumbar fusion in patients
with discogenic LBP.21 As such, it has led to the increasing
opinion that lumbar arthrodesis can provide clear benefit in
reducing pain and improving overall function in patients with
a painful lumbar motion segment who fail conservative therapy.
Whereas instrumentation seems to increase fusion rates
and likely prevents progression of spondylolisthesis, the existing literature is equivocal on whether or not associated
improvement in clinical outcome exists. Fritzell et al.21 demonstrated that posterolateral fusion (PLF) with or without
pedicle screw fixation, and circumferential fusion consisting
of interbody and PLF with instrumentation both markedly
reduce pain and improve function in patients with chronic,
discogenic LBP without a statistically significant difference
between the techniques. Conversely, Zdeblick22 prospectively randomized a series of 124 patients requiring surgery
for various degenerative lumbar conditions to undergo either
instrumented or noninstrumented PLF. A statistically significant difference was demonstrated in radiographic fusion
rates between the two groups. In addition, the proportion of
patients rated as having good or excellent clinical results,
based on pain relief and reduced work absenteeism, was
highest in the rigid transpedicular fixation group. These
findings provided Class I evidence that rigid pedicle screw/
rod fixation leads to markedly higher fusion rates with better
clinical outcomes than noninstrumented posterolateral fusion.
From a biomechanical, anatomic, and physiological
standpoint, the theoretical advantages of interbody fusion
versus PLF seem obvious. Interbody support restores disc
space height, facilitates correction of alignment and balance,
acts to prevent progression of spondylolisthesis, and provides
load sharing to prolong the life of instrumentation. Whereas
many studies have shown that lumbar interbody fusion
achieves a higher fusion rate than posterolateral fusion, results to the contrary have also been reported. The question of
whether or not interbody fusion significantly improves outcome remains to be determined in this patient population with
chronic, discogenic LBP. Furthermore, complications, such
as pseudarthrosis, problems owing to graft site harvest, and
accelerated adjacent level deterioration remain factors limiting successful outcomes as well. In fact, symptomatic adjacent level deterioration requiring reoperation is estimated to
occur in as many as 20 to 25% of patients in the decade after
a successful lumbar fusion.23
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Although considered to be the “gold standard” of surgical treatment of lumbar DDD, the results of discectomy and
fusion remain suboptimal in a large number of cases. Aforementioned complications, including pseudarthrosis, iliac crest
donor site pain, neural injury from pedicle screw malposition,
and adjacent level deterioration have led to the development
of total disc replacement (TDR) with an artificial device. The
concept of a prosthetic disc has gained popularity owing to
the perceived benefits of motion preservation, reduction in
adjacent level deterioration, and avoidance of donor site
morbidity. Currently, the only artificial disc approved by the
Food and Drug Administration (FDA) for use in the lumbar
spine is the Charite™ device (DePuy Spine, Raynham, MA).
Although the ProDisc-II™ (Synthes, Paoli, PA) has completed its FDA Investigational Device Exemption (IDE) clinical trial and evaluation of 2-year follow-up data, it has not
yet received FDA approval at this time. The Maverick™
(Medtronic Sofamor Danek, Memphis, TN) and Flexicore™
(Stryker, Kalamazoo, MI) artificial discs are currently undergoing multicenter trials.
Blumenthal et al.24 reported 2-year follow-up data on
the prospective, randomized, multicenter FDA IDE trial of
the Charite™ artificial disc versus lumbar fusion. The authors
validated clinical outcomes with this device as equivalent to
those with anterior lumbar interbody fusion with a BAK
device (Zimmer Spine, Minneapolis, MN). However, the
artificial disc group demonstrated statistically significant superiority in two areas, a 1-day shorter hospitalization and a
lower reoperation rate (5.4 versus 9.1%). Furthermore, the
authors reported significantly higher patient satisfaction rates
in the TDR group than that seen in the fusion group (73.7
versus 53.1%).
Successful outcomes with long-term follow-up data
have been reported in the European experience with lumbar
disc arthroplasty. Lemaire et al.25 reported 105 cases with the
Charite™ artificial disc with mean follow-up duration of 51
months. Excellent results were reported in 79% of the cases,
with 87% of the patients returning to work. Marnay26 reported on his series of 93 ProDisc™ devices implanted in 64
patients with an average follow-up period of 8.6 years. A
93% patient satisfaction rate was reported with no devicerelated safety issues identified during review.
Even with this recent breakthrough technology in the
treatment of symptomatic lumbar DDD, it is not clear at what
point in the degenerative cascade that TDR should be instituted with a reasonable risk-to-benefit expectation. The mechanics of the degenerative cascade in the lumbar spine are
complex and interrelated with three basic stages of pathophysiology along the path (Figure 3.1) 27 The lumbar motion
segment proceeds through dysfunction, instability, and immobility/stabilization with arthrodesis of the pathological
level. Patients most likely to benefit from TDR may be those
who are likely ideal candidates for IDET, chiropractic care, or
© 2006 Lippincott Williams & Wilkins
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FIGURE 3.1 The three basic stages of
pathology and pathogenesis in the
degenerative cascade of lumbar
spondylosis and stenosis.

structured physical therapy with less risk involved. Those
with symptomatic, severe end-stage disease with disc space
collapse are likely too far advanced for nonoperative therapy
or disc prosthesis. In these cases, lumbar fusion may be the
superior alternative.
Our current state of confusion derives from the fact that
there is a wide range of successful treatment options for the
ambiguously defined symptomatic lumbar DDD, with each of
these treatment strategies supported by credible clinical trials
which may or may not be successful in any given situation. In
this environment, the reality is that technological innovation
may actually add to the confusion, rather than helping to
resolve it.
Contributing to confusion surrounding symptomatic
lumbar DDD is ambiguous diagnostic terminology and technology which attempts to differentiate subsets of DDD based
on imaging characteristics. In Figure 3.2, the arrows point to
a HIZ representing an annular tear. In addition, one can also
appreciate the degree of degeneration in the L4 –L5 disc in
the upper left image, as well as the relative dark disc and mild
disc bulge noted at the L5–S1 level in the upper right image.
These findings may or may not be classified under the
heading of DDD or conversely, all of the above findings
might be described in the spectrum of DDD by a given
clinician.
With regards to the lumbar intervertebral disc as a
complex ecosystem, the intent of treatment should be aimed
at repair and prevention of further degeneration. Key to this
strategy is identification of the component problem with a
strategy aimed at prevention or correction of the problem.
Interventions in cases in which symptoms have become
chronic in nature are likely to have little chance of reversing
the degenerative process.
© 2006 Lippincott Williams & Wilkins

FIGURE 3.2 Sagittal and axial MRI scans of the lumbar spine
demonstrating high intensity zones (arrows) and varying degrees of disc degeneration at adjacent levels.
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The intervertebral discs comprise the largest avascular
tissue in the body and exist in a largely anaerobic environment. The AF consists primarily of Type I collagen, and the
NP consists of a well-hydrated extracellular matrix (ECM) of
proteoglycans and collagens (mainly Type II, with Types VI,
IX, X, XI to a lesser degree). Type IX collagen is thought to
provide mechanical support in the NP by acting as a bridging
molecule. The strength of the lumbar disc is related to the
fluid and proteoglycan content of the disc. Proteoglycans are
hydrophilic, negatively charged molecules which serve to
internally pressurize the disc by drawing water via osmosis
into the NP; aggregan is the primary proteoglycan of the NP.
Collagens provide the tensile strength of the disc, whereas
proteoglycans provide stiffness, compression resistance, and
viscoelasticity. Figure 3.3 depicts a “healthy” disc with Type
II collagen fibrils attached to proteoglycans, contributing to
the hydration of the nucleus and its capacity to sustain
substantial loads and shear forces. With aging, Type II
collagen, proteoglycan, and therefore water content in the
disc decrease as the process of disc degeneration ensues
(Figure 3.4). In addition, the amount of hydration within the
disc is inversely proportional to applied stress, suggesting
that applied mechanical loads and shear forces also contribute
to a loss of hydration and proteoglycan content in the disc.28
The disc itself has a low metabolic rate and receives
most of its nutrition via passive diffusion from a network of
capillary beds in the subchondral endplate region of the
vertebral body. This process is dependent upon nonvascular
pores or channels in the endplate region through which major
nutrients, including oxygen and glucose, diffuse across into
the discs. There seems to be a small component of convection
delivery and bulk flow attributed to the motion of the lumbar
spine as well. The endplate capillary beds and diffusion
channels are critical to the maintenance of the homeostatic
environment in which adequate nutrient inflow is balanced
with egress of cellular metabolites or waste products. After
the third to fourth decades of life, or with injury, metabolic

FIGURE 3.3 Illustration of a healthy lumbar disc interspace
with vascularization of the vertebral endplate region and Type
II collagen fibrils represented in elongated and cross-section
views with attached proteoglycans within the nucleus pulposus, contributing to the well-hydrated environment of the disc.
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FIGURE 3.4 Illustration of an aging, degenerated disc interspace with loss of endplate vascularity and decrease in the
Type II collagen and proteoglycan content of the nucleus
leading to loss of hydration within the disc.

derangement, or nicotine use, there is a decrease in the
endplate capillary bed blood supply to the intervertebral disc,
which disrupts the homeostasis and allows for an increasingly
anaerobic, acidic environment with accumulation of lactate
and other waste by-products. As a result, cellular dysfunction
ensues with decreased proteoglycan production, increased
catabolism, and loss of structural integrity of the ECM, all of
which contribute to dehydration of the disc and initiation of
the degenerative cascade. A vicious cycle is created as early
disc degeneration may stress the disc leading to an acidic
environment, which results in shutdown of normal cellular
metabolism. The loss of cellular function in this setting leads
to a decrease in the production of matrix proteins, causing
further disc degeneration.
The disc is further susceptible to injury as repetitive
mechanical loads and trauma become more unevenly distributed across the disc space and endplate with further loss of
hydration of the NP. Radial tears or fissures in the AF
develop as a result of the mechanical stress in the disc, as well
as the loss of the well-organized lamellar architecture of the
AF. This sets off an inflammatory process within the disc,
leading to angiogenesis and release of cytokines, interleukins,
prostaglandins, and other mediators, which are cytotoxic and
purported pain generators in the disc. The increased vascularity facilitates macrophage and polymorphonuclear recruitment in the environment surrounding a radial fissure. With
further degeneration leading to cartilaginous endplate thickening and calcification, diffusion of nutrients and metabolic
waste products comes to a near halt. This impaired nutrient
exchange leads to further dehydration and degradation of the
ECM with severe, advanced disc degeneration, disc space
collapse, and arthrodesis of the vertebral bodies across the
disc space manifested as bony hypertrophy and marginal
osteophyte formation.
Recent findings have provided a greater understanding
of the significance of activity at the cellular level in acceleration of the degenerative process of the lumbar disc. Specifically, interleukin-1 (IL-1) seems to play a role in destruction
© 2006 Lippincott Williams & Wilkins
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of the ECM by decreasing proteoglycan synthesis by disc
cells and inducing prostaglandin E2. Other related cytokines,
including IL-6, have also been identified in degenerated disc
specimens.28 In addition to cytokines and other inflammatory
mediators involved in the degenerative cascade, degradative
enzyme activity is also increased in degenerated disc specimens. Catabolic enzymes active in the disc include cathepsins, lysozymes, aggrecanases, tumor necrosis factor-␣
(TNF-␣) and several matrix metalloproteinases (MMPs). Furthermore, toxic cellular byproducts, such as nitric oxide and
oxygen free radicals, are also elevated in degenerated disc
specimens and have been demonstrated to damage cellular
membranes and act as an intracellular second messenger
inducing degenerative pathways.
Apoptosis may also play a major role in the reduction
of the number of cells in the aging and degenerating human
disc. Gruber et al.29 were among the first to investigate the
role of apoptosis in disc degeneration. They found a higher
incidence of apoptosis in AF cells in surgical specimens of
aging and degenerated disc versus normal controls. The
authors also noted that surviving AF cells were not synthetically active, but rather produced inappropriate matrix molecules during aging and degeneration. Park et al.29 examined
apoptotic mechanisms in herniated lumbar discs and identified a positive relationship between the degree of expression
of a death receptor called Fas expressed on human disc cells
and disc degeneration. The authors later investigated caspase
activity in herniated lumbar disc cells and demonstrated
mitochondrial involvement with deactivation of Bcl-2, an
apoptotic-inhibiting protein on the outer wall of mitochondria, as the major pathway involved in apoptosis of lumbar
disc cells.31 Identification of this specific pathway has potential therapeutic implications for molecular therapy in the
treatment of disc degeneration. These findings also prompt
the question of whether there may be a genetic role influencing apoptosis in degenerative discs.
Certainly genetics play some if not a major role in
DDD. In 1999, Sambrook et al.32 conducted a classic twin
study evaluating the genetic contribution to cervical and
lumbar disc degeneration. In both the cervical and lumbar
spine, approximately 75% of the variance could be accounted
for by genetic factors alone, and a statistically greater relationship was present between disc degeneration scores of
identical twins than that of nonidentical twins. A significant
genetic contribution was also present in the identical twin
data pertaining to disc height and disc protrusion.
A number of genetic risk factors for lumbar disc disease
have been identified over the past several years. In one study,
a molecular defect in Type IX collagen manifested as a
tryptophan substitution was reported with a frequency of
12.2% in patients with lumbar DDD.33 In addition to the
alterations in the molecular structure of collagen, a polymorphism has been identified that affects aggrecan.34 Specifi© 2006 Lippincott Williams & Wilkins
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cally, tandem repeats within the aggrecan gene produce core
proteins of different lengths, which have been shown to alter
the normal hydrostatic and biomechanical properties of the
disc and lead to accelerated disc degeneration. In addition,
recent studies have evaluated patients with disc degeneration
and provided evidence that these individuals have intragenic
polymorphisms in the vitamin D receptor gene, suggesting
that proper biological interaction of vitamin D metabolites
and disc cells may be critical in disc nutrition.35,36 Furthermore, overexpression of MMPs resulting in an imbalance
between catabolic enzymes and their inhibitors, known as
tissue inhibitors of matrix metalloproteinase (TIMP), has also
been observed in degenerated intervertebral discs.37
Promising research in biological repair or molecular
therapy of disc degeneration is aimed at restoring or maintaining the NP capacity for production and homeostasis of
proteoglycans. Perhaps the earliest strategies involved the use
of growth factors and the study of their effects on proteoglycan synthesis and cell proliferation in animal models. In
1991, Thompson et al.38 found that transforming growth
factor-␤ (TGF-␤), epidermal growth factor (EGF), platelet
derived growth factor (PDGF), insulin like growth factor 1
(IGF-1), and basic fibroblastic growth factor (FGF) stimulated proteoglycan synthesis and cell proliferation in the NP
of canine intervertebral discs by several fold. In this landmark
paper, the authors suggested that the “avascular, alymphatic,
and aneural structure of the intervertebral disc makes it an
ideal structure for therapeutic injection.” Since then, in vitro
experiments with cells from degenerated human lumbar discs
indicate that TGF-␤ can increase proteoglycan and collagen
synthesis rates.39 In addition, recombinant bone morphogenic
proteins (BMP)-2,12 have been demonstrated to increase
synthesis of proteoglycans and Types I and II collagen, as
well as cell proliferation in animal models and in vitro human
cultures.40,41 Furthermore, osteogenic protein-1 (OP-1) (also
known as BMP-7) has been shown in human in vitro studies
to increase cell proliferation and Type II collagen and proteoglycan production in the NP, as well as eliciting a strong
response in the AF, suggesting that OP-1 might be beneficial
for both nucleus and anulus repair.42
Anti-apoptotic mechanisms represent another area of
interest in the biological therapy of lumbar DDD. Gruber et
al.29 studied the effects of IGF-1 and PDGF on apoptosis in
human annulus fibrosus cell cultures. The authors found a
significant reduction in apoptotic disc cells with the addition
of IGF-1 and PDGF, suggesting that some growth factors
could successfully inhibit apoptosis and reverse or retard disc
degeneration. The efficacy of these growth factors in vivo
human degeneration models has yet to be established.
Although successful augmentation of the anabolic capacity of disc cells has yielded promising results thus far,
inhibition of catabolic processes may have substantial therapeutic potential as well. Wallach et al.43 performed adenovi-
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ral-mediated gene transfer of TIMP-1 to degenerated disc cell
cultures and demonstrated increased proteoglycan synthesis,
which exceeded that measured in cells undergoing transfection with BMP-2 at lower viral concentrations. The results
further indicated an optimal dose for gene delivery of
TIMP-1, beyond which the increase in proteoglycan synthesis
diminished, whereas adenoviral-mediated BMP-2 transfer exhibited a clear dose-response relationship between increasing
viral load and increased proteoglycan production.
Other adenoviral-mediated gene therapy in lumbar
DDD involve intracellular regulators which promote anabolic
activity. Transfection with Sox-9, a chondrocyte marker
which upregulates transcription of Type II collagen messenger ribonucleic acid (mRNA), led to increased Type II collagen production in in vitro experiments and prevented histological evidence of degenerative changes in the NP in a
rabbit puncture model.44 The LIM mineralization protein-1
(LMP-1) was first described as an essential regulator of
osteoblastic differentiation and bone formation by Boden et
al.45 Yoon et al.46 demonstrated significant increases in BMP2,7 and corresponding aggrecan levels after transfection of
intervertebral disc cells with LMP-1 in vitro and in vivo. The
authors established that LMP-1 mediates control of proteoglycan production through its action on BMP in the NP.
Overall, attempts to apply gene therapy systemically
have been met with frustration, leading to efforts directed at
local delivery of gene therapy. A number of different vectors
have been used to deliver genetic material into cells of the
disc. Viral vectors include adenovirus, adeno-associated virus
or Parvovirus, and retrovirus. By and large, the adenovirus
has been used most frequently in gene therapy application in
DDD. Its advantages include the fact that it does not require
cell division for transduction, which is highly efficient with
this virus, and it also has a large genetic carrying capacity.
The adeno-associated virus also has the capacity to infect
non-dividing cells, but has a small carrying capacity. It is also
difficult to produce, as limited titers of the virus can be
generated. However, its risk of insertion mutagenesis and
development of a malignancy is minimal, in comparison with
the adenovirus. The retrovirus does not have the ability to
infect nondividing cells and has a limited carrying capacity,
which do not make this a favorable vector in gene therapy
applications of the degenerated disc. Nonviral vectors are
relatively easy to produce, chemically more stable than viral
vectors, do not elicit an immune response in general, and are
not limited by the size of genetic material to be introduced.
However, they have low efficiency of transfection and short
duration of protein expression. Plasmids, cationic liposomes,
and DNA-ligand complexes are examples of nonviral vectors.
The gene gun is a particle-mediated transfer technique by
which microscopic metallic debris is coated with DNA and
injected into the cell under an accelerating force. Its efficiency is lower than that of viral methods, and though it is
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thought to be safer than viral-mediated delivery, there is
concern of tissue toxicity arising from contact with the
metallic debris.47
Strategies for gene transfer involve either in vivo or ex
vivo approaches. In vivo therapy involved the direct injection
of vector-gene construct into the body. A concern is that
direct exposure to either the virus or DNA poses potential
risks. In addition, this technique of transfection is less controlled with less reliable transgene expression. Most in vivo
techniques utilize the adenovirus because of its ability to
transduce nondividing cells. The ex vivo strategy involves
harvest of cells from the host which are then transfected with
the therapeutic gene in tissue culture. Cells with proper
transgene expression are then implanted into host target
tissue. Although more complex, this technique does not
directly expose the patient to any naked viral or DNA
components. In addition, conversion of cells in vitro is more
controlled, presumably allowing for more efficient transformation with the therapeutic gene. Another advantage of the
ex vivo technique is ability to couple converted cells with
certain biomaterials, such as a scaffold or carrier.48 However,
this method is more complex, time-consuming, and may
potentially be less cost-effective than the in vivo strategy.
The ultimate goal of management of lumbar DDD is to
maintain the balance between synthesis and degradation of
the ECM and subsequent disc hydration in spite of all of the
degenerative factors involved, with the belief that maintenance or restoration of disc health will be accompanied by
symptom reduction and prolonged function of the lumbar
motion segment. The real tools for management of lumbar
DDD lie ahead in the future. Diagnostic and therapeutic
strategies will be aimed at the underlying mechanisms involved in degeneration. The understanding of specific processes responsible in each patient will require bioanatomic
imaging correlated with specific mechanisms of degeneration, such as the loss of diffusion capacity, apoptosis, or an
increase in catabolic activity. Safe and effective gene or
cell-mediated therapies must be established in valid animal
models of disc degeneration and reproduced in human in vivo
studies as well. We must appreciate the inadequacies of our
current diagnostic and treatment modalities and strive for
better understanding of the pathological, degenerative processes involved in each patient. Our Quo Vadis must embrace
the concept of the intervertebral disc as a complex biological
system, and we must foster and participate in the research of
the causes, prevention, and treatment at the cellular level.
REFERENCES
1. Hayden JA, van Tulder MA, Malmivaara AV, Koes BW: Meta-analysis:
Exercise therapy for nonspecific low back pain. Ann Intern Med
142:765–775, 2005.
2. Frost H, Klaber Moffett JA, Moser JS, Fairbank JC: Randomised
controlled trial for evaluation of fitness programme for patients with
chronic low back pain. BMJ 310:151–154, 1995.

© 2006 Lippincott Williams & Wilkins

Clinical Neurosurgery • Volume 53, 2006

3. Kankaanpaa M, Taimela S, Airaksinen O, Hanninen O: The efficacy of
active rehabilitation in chronic low back pain. Effect on pain intensity,
self-experienced disability, and lumbar fatigability. Spine 24:1034 –
1042, 1999.
4. Bendix AF, Bendix T, Ostenfeld S, Bush E, Andersen A: Active
treatment programs for patients with chronic low back pain: a prospective, randomized, observer-blinded study. Eur Spine J 4:148 –152,
1995.
5. Murphy PL, Volinn E: Is occupational low back pain on the rise? Spine
247:691– 697, 1999.
6. Coulter ID, Hurwitz EL, Adams AH, Genovese BJ, Hays R, Shekelle
PG: Patients using chiropractors in North America: Who are they, and
why are they in chiropractic care? Spine 27:291–298, 2002.
7. Meade TW, Dyer S, Browne W, Townsend J, Frank AO: Low back pain
of mechanical origin: randomized comparison of chiropractic and hospital outpatient treatment. BMJ 300:1431–1437, 1990.
8. Aure OF, Nilsen JH, Vasseljen O: Manual therapy and exercise therapy
in patients with chronic low back pain. A randomized, controlled trial
with 1-year follow-up. Spine 28:525–532.
9. Andersson GB, Lucente T, Davis AM, et al.: A comparison of osteopathic spinal manipulation with standard care for patients with chronic
low back pain. N Engl J Med 341:1426 –1431, 1999.
10. Assendelft WJJ, Morton SC, Yu EI, Suttorp MJ, Shekelle PG: Spinal
manipulative therapy for low back pain. A meta-analysis of effectiveness
relative to other therapies. Ann Intern Med 138:871– 881, 2003.
11. Saal JA, Saal JS: Intradiscal electrothermal treatment for chronic discogenic low back pain. Prospective outcome study with a minimum 2-year
follow-up. Spine 27:966 –974, 2002.
12. Aprill C, Bogduk N: High intensity zone: A diagnostic sign of painful
lumbar disc on magnetic resonance imaging. Br J Radiol 65:361–369,
1992.
13. Pauza KJ, Howell S, Dreyfuss P, Peloza JH, Dawson K, Bogduk N: A
randomized, placebo-controlled trial of intradiscal electrothermal therapy for the treatment of discogenic low back pain. Spine J 4:27–35,
2003.
14. Hsiu A, Isaac K, Katz J: Cauda equina syndrome from intradiscal
electrothermal therapy. Neurology 55:320, 2000.
15. Freeman BJ, Walters RM, Moore RJ, Fraser RD: Does intradiscal
electrothermal therapy denervate and repair experimentally induced
posterolateral annular tears in an animal model. Spine 28:2602–2608,
2003.
16. Wetzel FD, McNally TA, Philips FM: Intradiscal electrothermal therapy
used to manage chronic discogenic low back pain. Spine 27:2621–2626,
2002.
17. Narvani AA, Tsiridis E, Wilson LF: High-intensity zone, intradiscal
electrothermal therapy, and magnetic resonance imaging. J Spine Disord Tech 16:130 –136, 2003.
18. Resnick DK, Choudhri TF, Dailey AT, Groff MW, Khoo L, Matz PG, et
al.: Guidelines for the performance of fusion procedures for degenerative
disease of the lumbar spine. Part 13: Injection therapies, low-back pain,
and lumbar fusion. J Neurosurg Spine 2:707–715, 2005.
19. Buttermann GR: The effect of spinal steroid injections for degenerative
disc disease. Spine J 4:495–505, 2004.
20. Hanley EN Jr: The indications for lumbar spinal fusion with and without
instrumentation. Spine 20:143S–153S, 1995.
21. Fritzell P, Hagg O, Wesssberg P, et al.: 2001 Volvo award in clinical
studies: lumbar fusion versus nonsurgical treatment for chronic low back
pain: A multicenter randomized controlled trial from the Swedish
lumbar spine study group. Spine 26:2521–2532, 2001.
22. Zdeblick TA: A prospective, randomized study of lumbar fusion: preliminary results. Spine 18:983–991, 1993.
23. German JW, Foley KT: Disc arthroplasty in the management of the
painful lumbar motion segment. Spine 30:S60 –S67, 2005.
24. Blumenthal S, McAfee PC, Guyer RD, et al.: A prospective, randomized
multicenter food and drug administration investigational device exemptions study of lumbar total disc replacement with the CHARITE™
artificial disc versus lumbar fusion. Part I: Evaluation of clinical outcomes. Spine 30:1565–1575, 2005.

© 2006 Lippincott Williams & Wilkins

The Lumbar Degenerative Disc: Confusion, Mechanics, Management

25. Lemaire JP, Shalli W, Laveste F, et al.: Intervertebral disc prosthesis.
Results and prospects for the year 2000. Clin Orthop 337:64 –76, 1997.
26. Marnay T: Lumbar disc replacement: 7 to 11-year results with ProDisc.
Spine J 2:94S, 2000.
27. Kirkaldy-Willis WH, Wedge JH, Yong-Hing K, Reilly J: Pathology and
pathogenesis of lumbar spondylosis and stenosis. Spine 3:319 –28, 1978.
28. Urban JP, McMullin JF: Swelling pressure of the lumbar intervertebral
discs: influence of age, spinal level, composition, and degeneration.
Spine 13:179 –187, 1988.
29. Gruber HE, Norton HJ, Hanley EN Jr: Anti-apoptotic effects of IGF-1
and PDGF on human intervertebral disc cells in vitro. Spine 25:2153–
2157, 2000.
30. Park JB, Chang H, Kim KW: Expression of Fas ligand and apoptosis of
disc cells in herniated lumbar disc tissue. Spine 26:618 – 621, 2001.
31. Park JB, Lee JK, Park SJ, Kim KW, Riew KD: Mitochondrial involvement in Fas-mediated apoptosis of human lumbar disc cells. J Bone
Joint Surg Am 87:1338 –1342, 2005.
32. Sambrook PN, MacGregor AJ, Spector TD: Genetic influences on
cervical and lumbar disc degeneration: a magnetic resonance imaging
study in twins. Arthritis Rheum 42:366 –372, 1999.
33. Paassilta P, Lohiniva J, Goring HHH, et al.: Identification of a novel
common genetic risk factor for lumbar disc disease. JAMA 285:1843–
1849, 2001.
34. Kawaguchi Y, Osada R, Kanamori M, et al.: Association between an
aggrecan gene polymorphism and lumbar disc degeneration. Spine
24:2456 –2460, 1999.
35. Jones G, White C, Sambrook PN, et al.: Allelic variation in the vitamin
D receptor, lifestyle factors and lumbar spinal degenerative disease. Ann
Rheum Dis 57:94 –99, 1998.
36. Videman T, Gibbons LE, Battie MC, et al.: The relative roles of
intragenic polymorphisms of the vitamin D receptor gene in lumbar
spine degeneration and bone density. Spine 26:E7–E12, 2001.
37. Takahashi H, Haro H, Wakabayashi Y, et al.: The association of
degeneration of the intervertebral disc with 5a/6a polymorphism in the
promoter of the human matrix metalloproteinase-3 gene. J Bone Joint
Surg Br 83:491– 495, 2001.
38. Thompson JP, Oegema TR, Bradford DS: Stimulation of mature canine
intervertebral disc by growth factors. Spine 16:253–260, 1991.
39. Yung LJ, Hall R, Pelinkovic D, et al.: New use of a three-dimensional
pellet culture system for human intervertebral disc cells: initial characterization and potential use for tissue engineering. Spine 26:2316 –2322,
2001.
40. Kim DJ, Moon SH, Kim H, et al.: Bone morphogenic protein-2 facilitates expression of chondrogenic, not osteogenic, phenotype of human
intervertebral disc cells. Spine 28:2679 –2684, 2003.
41. Yoon TS, Kim SK, Li J, et al.: The effect of bone morphogenic protein-2
on rat intervertebral discs in vitro. Spine 28:1773–1780, 2003.
42. Imai Y, An H, Pichika R, et al.: Recombinant human osteogenic
protein-1 upregulates extracellular matrix metabolism by human annulus
fibrosus and nucleus pulposus cells. Ortho Res Soc Trans 28:1140,
2003.
43. Wallach CJ, Sobajima S, Watanabe Y, et al.: Gene transfer of the
catabolic inhibitor TIMP-1 increases measured proteoglycans in cells
from degenerated human intervertebral discs. Spine 28:2331–237, 2003.
44. Paul R, Haydon RC, Cheng H, et al.: Potential use of Sox-9 gene therapy
for intervertebral degenerative disc disease. Spine 28:755–763, 2003.
45. Boden SD, Titus L, Hair G, et al.: Lumbar spine fusion by local gene
therapy with a cDNA encoding a novel osteoinductive protein (LMP-1).
Spine 23:2486 –2492, 1998.
46. Yoon ST, Park JS, Kim KS, et al.: ISSLS prize winner: LMP-1
upregulates intervertebral disc cell production of proteoglycans and
BMPs in vitro and in vivo. Spine 29:2603–2611, 2004.
47. Cha CW, Boden SD: Gene therapy applications for spine fusion. Spine
28:S74 –S84, 2003.
48. Gruber HE, Leslie K, Ingram J, Norton HJ, Hanley EN Jr: Cell-based
tissue engineering for the intervertebral disc: in vitro studies of human
disc cell gene expression and matrix production within selected cell
carriers. Spine J 4:44 –55, 2004.

25

