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Abstract
Metastatic spine disease is increasing in incidence and is a major cause for patient morbidity and mortality. The 

clinical presentation is often characterised by pain and spinal deformity and often progresses to neurological deficits 
without treatment. The cornerstones of treatment have been chemotherapy, radiation therapy and surgery to debulk 
and stabilize the spine. However, these are considered palliative procedures being limited by damage to normal 
healthy tissues. Recent studies have focused on the key pathways that mediate tumour progression and spread to 
bone and more targeted therapies that may reduce the injury to normal cells. This article reviews the key features, 
clinical presentation, workup and treatment options of spinal metastases. 
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Introduction
The word “metastasis” (from the Greek for “displacement”) refers to 
the migration of malignant cells to areas distant from the primary 
tumour. Due to a worldwide increase of cancer incidence and a longer 
life expectancy of patients with cancer, a rise in the incidence of bone 
metastases has been observed [1-4]. Bone is the third most common 
site of metastasis, behind lung and liver [5]. Prostate and breast cancer 
are responsible for the majority of these bone metastases (up to 70%), 
largely attributed to both the high incidence and the insidious clinical 
course of these tumours [5]. Bone metastases, especially involving the 
spine, are a major cause for mortality and morbidity; characterized 
by poor patient quality of life due to severe and constant pain, poor 
mobility, pathological fractures, spinal cord compression, bone marrow 
aplasia, and hypercalcemia [6].

Spinal metastases can affect all age groups; however, the highest incidence 
occurs between the ages 40 to 65 years [7]. They can be classified 
according to their anatomic location as intradural (intramedullary or 
extra medullary) or extradural [7]. Extradural lesions account for up 
to 95% of spine lesions and can be further divided into pure extradural 
lesions or those originating from the vertebra and subsequently 
impinging on the thecal sac. Pure epidural metastases are rare [8]. The 
thoracic spine is the location of predilection (60% to 80%), followed by 
the lumbar spine (15% to 30%), and finally the cervical spine (less than 
10%) [9]. 

A post-mortem examination study showed 30% to 70% of patients 
who die of cancer have spinal metastases, however, only 14% will have 
symptomatic lesions during their illness [10]. The majority of patients 
with symptomatic spinal metastases receive palliative radiotherapy, 
while less than 10% of patients undergo surgical treatment [11]. 
Depending on their location, these symptomatic spinal lesions can have 
debilitating and potentially life-threatening consequences. One of these 
consequences is metastatic spinal cord compression (MSCC), defined as 
the compression of the dural sac (spinal cord and/or cauda equina) and 
its contents by an extradural tumour mass [12].  MSCC is a catastrophic 
complication of spinal metastases and is often considered a surgical 
emergency. If not treated in a timely fashion, it can lead to instability, 
relentless and progressive pain, severe neurological dysfunction, and 
impaired quality of life [13,14]. 

For long period of time the cornerstones of cancer treatment were 
surgery, radiation therapy and chemotherapy [15]. However, surgery is 
a palliative procedure in most cases of metastatic disease, and effective 
radiation and chemotherapy are limited by significant adverse effects 

associated with damage to the healthy tissues. Current research and 
treatment is focused on the key pathways that mediate tumour migration 
and establishment at bone sites. This more targeted therapy may reduce 
the injury to normal cells and prevent or delay the irreversible effects of 
bone fractures and onset of pain that eventuate, greatly enhancing the 
prognosis and quality of life for patients with spinal metastases. 

Pathophysiology
Tumour migration (metastasis)

Bone metastasis is not a random event, but an organized multistep 
process that involves

• Tumour intravasation

• Survival of tumour cells in the blood circulatory system

• Successful extravasation into the surrounding tissue

• Initiation and maintenance of growth

• Angiogenesis [16].

To execute this complex operation, an organised cooperation and 
interplay of gene mutations, protein expression, and signalling of 
abnormal pathways must occur. In a landmark paper, Kang and co-
authors [17], in a multigenic examination of breast cancer bone 
metastases identified some key gene expression involved in this process. 
These included C-X-C chemokine receptor type 4 (CXCR4), fibroblast 
growth factor 5, connective tissue-derived growth factor, interleukin-11 
(IL-11), matrix metalloproteinase (MMP)-1, folistatin, ADAMTS1, and 
proteoglycan-1, all of which were overexpressed by at least four times 
when compared with the same cell line that had not metastasized to 
bone [17].

MMP and chemokines are the two main proteins crucial for metastatic 
breast cancer in transit to bone. MMP is a superfamily of at least 28 
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Clinical presentation

Pain is the most common complaint from spinal metastases and can 
occur due to tumour activity (non-functional) or due to instability 
and fracture (functional). Non-functional pain is usually localized dull 
pain that first arises only at night and gradually increases in intensity to 
become constant. It is often due to elevated intraosseous pressure from 
the rapid increase in size of the space occupying lesion. It’s been shown 
that the size of the tumour and a rapid increase in size is correlated 
with pain intensity [29]. This type of pain often results in hospital 
admission and is associated with progressive impairment in quality of 
life, increased psychological distress and decreased physical and social 
functioning [29]. Non-functional pain is usually treated with medical 
treatment and/or radiotherapy, while surgery to debulk the tumour is 
occasionally used. 

Functional pain is due to loss of structural stability of the vertebral 
column and may result from bone destruction, pathological fractures 
and/or ligamentous insufficiency [30]. This type of pain increases with 
movement and improves with bedrest or an orthosis. Surgery is an 
excellent treatment option for functional pain because it immobilizes 
the spine and restores stability [30]. Radicular pain may develop as 
a result of compression of nerve roots by the tumour or due to the 
deformity resulting from a pathological fracture. This is a shooting type 
pain that radiates along the distribution of the affected nerve root [31]. 
It can be burning in nature and increases by passive or active stretching 
of the nerve root. It may be associated with sensory or motor deficit 
depending on the nerve root affected. 

Tumour induced compression of the spinal cord can cause long tract 
deficits or conus medullaris syndrome and compression of the cauda 
equina cause can result cauda equina syndrome. The mass effect 
produced by a tumour comes from the vertebral body in approximately 
90% of cases; thus, the corticospinal tracts are often the first long 
tracts of the spinal cord to be affected, as they are ventrally located. 
This explains why dramatic spastic paraparesis often arises before any 
sensory abnormalities are present, however when this occurs it carries a 
poor prognosis [32]. Bladder and/or bowel dysfunction resulting from 
compression of the conus medullaris, cauda equina, or both is often 
misinterpreted as a sequela of prostatic hypertrophy or weakness of the 
pelvic floor, particularly in elderly patients. Autonomic dysfunction 
may also result from spinal cord compression or cauda equina 
compression, while painless urinary retention suggests a neurologic 
cause [33]. Compression of the spinal cord in the cervical or thoracic 
region often results in myelopathy, beginning as hyperreflexia and 
upper motor neuron signs and progressing to weakness, proprioceptive 
sensory loss, and loss of pain and temperature below the level of the 
spinal cord compression [34]. 

Patients with thoracic or thoracolumbar compression fractures often 
present with kyphosis and progressive deformity of the spine. They 
also often have severe pain in recumbence and often give a history of 
sleeping upright in a chair for several weeks. The presumed mechanism 
is extension of the unstable kyphosis. This pain does not usually respond 
to steroids but may be relieved with narcotics or an external orthosis, 
pending definitive therapy. 

In general, spine metastatic disease is the terminal clinical stage of the 
cancer course. Patients often shows general health decline including 
loss of appetite, lethargy, and unintentional weight loss. The defining 
criteria for unintentional weight loss is >5% reduction in body weight 
over a period of 6-12 months, or at least two of the following: evidence 
of change in clothing size, reported weight loss by a relative or friend, or 
a numerical approximate of the amount of weight loss [35]. Malignancy 

proteinases that breakdown the extracellular matrix [18]. MMP-2 is the 
most studied in breast cancer and along with MMP-9 is associated with 
poor prognosis when found in high levels [19,20]. It works closely with 
chemokines and adhesion molecules, such as E-cadherin, resulting in 
tumour cell attachment and invasion of the basement membrane [18]. 

Chemokines, on the other hand, are small molecular cytokines essential 
for the generation of tumour angiogenesis, and homing of tumour cells 
to target end-organs [21]. CXCR4 and C-C chemokine receptor type 
7 (CCR7) are the key receptors which are important for breast cancer 
migrating to bone. Immunohistochemistry shows that CXCR4 receptor 
is expressed in 67% of breast cancer bone metastases compared with 
26% without bone metastases, while CCR7 is expressed exclusively in 
breast cancer bone metastases (27% versus 0%) [22]. The connection 
between CXCR4 and the development of bone metastasis has made 
CXCR4 an attractive therapeutic target. Multiple preclinical studies 
have now demonstrated the efficacy of CXCR4 antagonists in inhibiting 
bone metastases of breast cancer [23-25]. 

Cancer metastasis to bone is a very organised and well-coordinated 
process requiring high-level communication between cancer cells 
and the host to establish bone metastasis. Therefore, it is likely that 
multiple pathways need to be targeted to reduce the occurrence of bone 
metastasis.

Model of tumour establishment

The dissemination and extravasation of cancer cells to secondary 
sites are very efficient processes provided the cells escape the immune 
system. On the other hand the establishment and persistence of growth 
is relatively inefficient [16].  Hence, optimal conditions for tumour 
cells to resettle are paramount after they have lodged in the bone 
microenvironment. Although bone is macroscopically a hard organ 
compared to other soft and spongy structures like the liver, lung and 
brain, it has some unique qualities that favour tumour engraftment. 
Firstly, bone is a highly vascular organ. The axial skeleton contains large 
amounts of red marrow, which is demonstrated to have high blood 
flow [26].  Secondly, bone is susceptible to metastases because of its 
acidity, intramedullary oxygen, and extracellular calcium levels which 
make it a favourable host to certain tumours. Lastly, bone harbors an 
abundance of growth factors, including transforming growth factor 
beta (TGF-β), insulin-like growth factors (IGF), hypoxic-inducing 
factor, interleukins, and chemokines, all of which are vital to cancer cell 
survival and proliferation. 

In essence, both the tumour and the host microenvironment contribute 
to the successful tumour engraftment from primary site to bone. Over 
100 years ago, Paget described the “seed and soil” model, where the 
seeds (tumour cells) can only live and grow if they fall on congenial 
soil (an optimal microenvironment) [27].  Recently, Psaila and Lyden 
expanded on Paget’s original concept, postulating the “metastatic niche” 
model [28]. Firstly, the primary tumour prepares a “premetastatic 
niche” (the eventual site of bone metastases) by secreting a plethora 
of growth factors, such as vascular endothelial growth factor (VEGF), 
placental growth factor (PIGF), TGF-β, S100 chemokine, and serum 
amyloid A3, even before tumour migration [28].  Then once the 
tumour has engrafted on the “metastatic niche”, a continuing supply 
of growth factors from the microenvironment, loss of death signals, 
and recruitment of endothelial progenitor cells, enable the evolution 
of a tumour population from micrometastases to macrometastases 
[28].  Thus, the symbiotic relationship between tumour and bone is 
pivotal to the settlement of metastases in new distant sites.
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has been shown to be the cause of unintentional weight loss in around 
33% of cases [36]. 

Clinical evaluation

The evaluation of patients with spinal metastasis should include a 
quantitative pain assessment, quantitative neurologic score, and a 
general performance score. Pain assessment can be most readily 
performed with a visual Analog scale which is familiar and easy to many 
patients. The score can be converted to reflect mild (0 to 4), moderate (5 
to 6) and severe (7 to 10) pain [37]. The motor grading system by MRC 
grading provides the baseline for assessment of motor function (Table 
1) [38]. The two most widely used neurologic scales assessment includes 
the Frankel grading system [39] and the American Spinal Injury 
Association (ASIA) score (Table 2) [40]. The ASIA score incorporated 
the MRC grading system into its scoring. Both assess motor function 
with a score of (E) being normal and (A) being complete paralysis. 
Performance status incorporates ambulation, medical co-morbidities 
and extent of disease. A patient may have normal motor strength, but 
be unable to ambulate from loss of proprioception, fracture in the 
lower extremity, poor nutritional status, poor pulmonary function 
and a variety of other symptoms. The Eastern Cooperative Oncology 
Group (ECOG) performance status [41] and Karnofsky performance 
status [42] (Table 3) are the most commonly used in the functional 
assessment of cancer patients. It is important to include both neurologic 
and performance status when reviewing outcomes in cancer patients 
because together they provide a comprehensive patient assessment. 

Imaging
Plain radiography

X-rays are the initial scanning modality, but are insensitive to small 
lytic lesions and struggle to assess canal compromise. They necessitate 
a reasonably large (1 cm) diameter lesion with 50% bone mineral loss at 
minimum for detection [43,44]. Furthermore, up to 40% of lesions can 
be missed by X-rays, presenting false-negative results [45]. Radiography 
may be a provide rough assessment of the risk of pathologic fracture, 
with the risk being high if 50% of the cortex is destroyed by tumour 
[46]. Extension of the lesion to the epidural space may demonstrate 
osseous erosion along the posterior vertebral body margin or pedicles. 
Rarely, metastases may cause scalloping of the adjacent bone [47].

Metastatic lesions can be osteolytic, sclerotic or mixed. The most 
frequent type observed in metastases are pure osteolytic lesions. 
Lodwick et al. reported three different types:

• Geographical osteolytic lesions refer to focal destruction of 
bony tissue by tumor.

• A moth-eaten osteolytic lesion refers to the presences of 
multiple small irregular holes.

• Pervious osteolytic lesions are characterized by the presence 
of smaller, millimetre-sized holes that reduces the density of 
bone on x-ray films [48]. 

Other suggestive features to look for in metastatic lesion include blurred 
outlines on a vertebral body which indicates cortical involvement, loss 
of cortical bone in the posterior wall of the vertebral body, along with 
loss of its posterior convexity [49]. As metastases have a predilection for 
involving the posterior vertebral body and pedicle, a missing pedicle is a 
useful and subtle sign to seek on AP films (Figure 1). Vertebral collapse 
is also frequently observed with metastatic lesions of the breast, lung, 
and prostate [50]. Several patterns are indicative of a malignant lesion: 
one-sided damage; angular or irregular distortion of the vertebral 

endplates; involvement of the upper thoracic spine; and associated soft-
tissue mass or pedicle destruction. A noteworthy finding, useful for 
differentiation of a malignant tumour from spondylitis, is preservation 
of vertebral disc height.

Computed Tomography (CT) Scans
CT offers images with a density resolution ten times higher than 
plain films, allowing for a precise study of trabecular bone, and 
without superposition. Laredo et al. published the sensitivity and 
specificity of CT features in a metastatic process affecting the spine 
and vertebral body (VB) [51] (Table 4). Commonly a tumour mass or 
tissue replace normal soft cancellous bone tissue such as trabeculae; 
the resultant lesion can be seen with better delineation on CT than on 
plain films especially in very small tumour size (Figure 2). Depending 
on the type of the tumour, lesion evolution and host respond, some 
trabeculae may remain visible. Sometimes, necrosis and more rarely, 
calcifications can be seen as well as cortical or pedicular destruction, 
epidural involvement or a paravertebral mass [49]. One of the main 
criteria to distinguish a malignant metastasis from benign osteoporotic 
lesions is cortical involvement [51,52]. With contrast intravenous 
injection, intra or extracanalar spread of the tumour can be easily 
studied [49]. Following intravenous contrast-media injection, CT scan 
can demonstrate soft-tissue masses in about two-thirds of cases [49]. 
A “double-bag” configuration may also be noted in cases of epidural 
encroachment [49].

Magnetic Resonance Imaging (MRI)
MRI is excellent radiological method to demonstrate the soft tissue 

 
Figure 1: AP X-ray showing missing of the pedicle.

 
Figure 2: Axial CT scan showing moth eaten osteolysis.
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details including the spinal cord and nerve roots, the intervertebral 
disc and extra-osseous extent of the metastasis. On T1-weighted 
imaging, normal bone marrow appears hypointense in children as it’s 
very active with high vascularity and hence high-water content. This 
becomes progressively more hyperintense in advancing age population 
[49]. Signals for intravertebral metastatic lesions are of low intensity. 
The visibility of the extent of spine metastasis can be significantly 
improved by intravenous gadolinium administration, especially when 
they are extra-vertebral. However, the degree of tumour enhancement 
is variable and sometime absent in sclerotic metastasis. Furthermore, 
enhancement may be random and often not follow a specific pattern, 
but mostly start peripheral with subsequent central spread, or 
homogeneous [49].  On T2-weighted imaging, the signal characteristics 
of intravertebral lesions are variable; however increased signal intensity 
is most likely appearance [49]. STIR (T2) is more sensitive than T1- and 
T2-weighted images for detecting intra spinal metastases as it improves 
lesion visibility [52]. This is because fast spin-echo sequencing results 
in high signal intensity of fat, causing metastases to become isointense 
in adult bone marrow (Figure 3). 

Nuclear Medicine
The sensitivity of bone scan is superior to plain radiographs for 
detecting spinal metastases. They rely on increase uptake of (99mTc-
MDP) by new bone formation or bone deposition to detect spinal 
metastases [53]. The advantage of bone scan is the ability to identify 
intra-spinal and extra-spinal skeletal system in one image, making it a 
useful screening tool. It can also help in working up the patient prior 
to treatment and monitoring a treatment response. However, bone 
scan is not specific and can fail to detect lesions, especially in patients 
with predominantly bony destructive tumours with minimal or no 
osteoblastic reaction [54]. It has been reported that 52% of the patients 
with spine metastasis had negative bone and CT scans, however MRI 
detected the presence of tumour [55]. 

[18F] fluoro-2-deoxy-d-glucose positron emission tomography (FDG-
PET) is more sensitive than bone scan and replaced bone scan as 
screening and staging tool in many centres. It relies on the principle of 
increase glucose uptake by tumour cells due to a high metabolic rate. 
It can detect increased glucose metabolism of metastasis and primary 
tumour cells making it a sensitive method for assessment of bone 
and bone marrow metastases. Furthermore, [18F]-FDG PET can be 
combined with CT scan to improve the sensitivity [56].

In conclusion, workup of a patient with suspected spine or bone 
metastasis requires both local and systemic staging before considering 

tissue biopsy. Local staging requires CT scan to determine the bony 
extent of the lesion and MRI with variable sequences to assess the soft 
tissue and extra-osseous extension of the tumour. Systemic staging 
ideally requires whole body [18F]-FDG PET scan or Tc-99m HDP bone 
scan which has lower sensitivity.

Laboratory Studies
Laboratory tests form a part of the work up of patients with suspected 
or confirmed spine metastasis, but are rarely diagnostic. Routine 
laboratory tests required for spinal metastasis patients are complete 
blood count with differential count, erythrocyte sedimentation rate, 
urinalysis, electrolyte, specific tumour marker, and electrophoresis 
of serum and urine [57]. Electrophoresis of serum and urine protein, 
along with the presence of Bence Jones protein in urine, is useful for 
diagnosis of myeloma. Bone metastasis can result in anaemia and 
thrombocytopenia because of the deteriorating general health of the 
patient. Furthermore, extensive metastasis may replace the normal 
bone marrow and hematopoietic elements resulting in neutropenia or 
pancytopenia [57]. Leukocytosis may be reflecting the development 
of leukemia or disseminated cancer. Erythrocyte sedimentation is 
usually non-specific, but very high rates without a clear explanation or 
identifiable focus of infection may be due to metastatic spinal tumour 
or myeloma [57]. Hypercalcemia is a common complication of bone 
metastasis, present in about 17% of patients with bone metastases from 
breast cancer [58]. Undetected hypercalcaemia can have catastrophic 
consequences including sudden cardiac arrhythmias and death. 

In metastatic lesions of the spine, tumour marker can be useful for 
confirming the primary lesion. Increase in prostate specific antigen 
(PSA) is associated with prostate cancer. Carcinoembryonic antigen 
(CEA) is typically associated with colon cancer, however, increased 
levels can also be found in breast cancer. Alpha-fetoprotein (α-FP) 
may increase in cases of hepatocellular carcinoma, and beta-human 
chorionic gonadotropin (β-HCG) increases in urogenital malignancies 
[57]. Bone metastasis is associated with increase bone destruction and 
new bone formation and hence with increase N-telopeptide in urine 
(bone destruction marker) and serum alkaline phosphatase level (bone 
formation marker) [59]. 

Prevention of Bone Metastases
It’s clear that bisphosphonates inhibit malignant osteolysis, prevent 
bone resorption and render the bone more resistance to invasion by 
tumour metastasis. Bone marrow is a highly vascular structure and the 
site for normal hematopoietic stem cells. However, it can also provide a 
safe soil for tumour cells from immune-surveillance and cytotoxicity from 
chemotherapeutic agents [60]. Furthermore, metastatic cells which have 
settled in bone marrow can stay dormant for long periods of time before 
reactivating and metastasizing to other sites [60]. Changing this safe soil 
microenvironment for metastatic cancer cells in the bone marrow with a 
substance like bisphosphonates is emerging as an important anticancer 
strategy [61]. Studies have shown that the risk of distant disease recurrence 
and poorer prognosis is associated with circulating tumour cells (CTCs)>5 
mL in 7.5 mL of peripheral blood, along with negative bone marrow 
biopsy testing for the presence of disseminated tumour cells (DTCs) [62-
65]. Other clinical studies have shown that the potent nitrogen-containing 
bisphosphonates zoledronic acid can reduce DTC levels in breast cancer 
adjuvant therapy [66], highlighting its role in reducing risk of distant 
metastases. Bisphosphonates have also been shown to break the previously 
described pre-metastatic niche by inhibiting growth-factor release from the 
bone matrix and further preventing the mobilization of the cells [61]. There 
are further suggestions that bisphosphonates may directly inhibit cancer 
cell proliferation and induce apoptosis [67-69]. 

 

Figure 3: MRI thorax before and after administration of fat suppression (STIR) 
demonstrating improved visibility of metastasis.
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Treatment
For long period of time the cornerstones of cancer treatment were 
surgery, radiation therapy and chemotherapy [15]. Surgery has been 
shown to improve pain, function and the quality of life in selected 
patients with symptomatic spinal metastases [70-72]. However, current 
surgical treatments are limited since they involve only partial removal of 
the tumour i.e., surgical debulking, in combination with decompression 
and spinal stabilisation and are therefore purely palliative [73-76]. 
Furthermore, surgery is associated with other challenges and an 
overall complication rate of 25%, which may also lead to prolonged 
hospitalization. Therefore, surgery is preferentially reserved for 
patients anticipated to have greater than 3 to 6 months survival [75].  

Radiotherapy and chemotherapy are limited by significant adverse 
effect associated with damage to the healthy tissues. 

Over the past decade our increased understanding of the aetiology of 
cancer at the molecular level has shifted the focus away from non-specific 
chemotherapeutics which target all rapidly dividing cells including 
cancer and towards new drugs that target cancer-specific pathways. 
These new drugs are designed to spare normal cells and thereby offer 
improved safety benefits over standard chemotherapeutics, while also 
providing a higher therapeutic index. A classic example of this is the 
multi-kinase inhibitor, Sorafenib, which works by inhibiting a number 
of tyrosine kinase receptors including VEGFR1-3, PDGFR, KIT, and 
RET. It also works by down streaming the Raf signalling molecules 

Medical Research Council (MRC) Grading of muscle strength

Grade Description
0 No Contraction
1 Flicker or trace of contraction
2 Active movement, with gravity eliminated
3 Active movement against gravity
4 Active movement against gravity and resistance
5 Normal power

Table 1: Medical Research Council grading of muscle strength. (Used with the permission of the Medical Research Council [38]).

Frankel Grading System ASIA Score
Grade Description Grade Description

A Complete motor and sensory loss below the level of the lesion A Complete motor and sensory loss below the level of the lesion

B Complete motor and incomplete sensory loss below the level of 
the lesion B Complete motor and incomplete sensory loss below the level of 

the lesion

C Incomplete motor loss below the level of the lesion with no 
practical use. C

Incomplete motor loss below the level of the lesion with more 
than half of the key muscles below the injury level have less 

than grade 3 function (not useful for ambulation)

D Incomplete motor loss below the level of the lesion with practical 
use D

Incomplete motor loss below the level of the lesion with more 
than half of the key muscles below the injury level have grade 3 

or more function (useful for ambulation)
E Normal motor and sensory function E Normal motor and sensory function

Table 2: Frankel Grading System and ASIA score [39,40].

ECOG Performance Status KARNOFSKY Performance Status
1-	 Restricted in physically strenuous activity but ambulatory and able to carry 

out work of a light or sedentary nature, e.g., light house work, office work
80- Normal activity with effort, some signs or symptoms of disease
70-Cares for self but unable to carry on normal activity or to do active work

2-	 Ambulatory and capable of all self-care but unable to carry out any work 
activities; up and about more than 50% of working hours

60- Requires occasional assistance but is able to care for most of personal 
needs

50-  Requires considerable assistance and frequent medical care

3-	 Capable of only limited self-care; confined to bed or chair more than 50% of 
waking hours

40- Disabled; requires special care and assistance
30- Severely disabled; hospitalization is indicated although death is not 

imminent
4-	 Completely disabled; cannot carry on any self-care; totally confined to bed 

or chair 20- very ill; hospitalization and active support care necessary

5-	 Dead 0-	 Dead

Table 3: Comparing ECOG and KARNOFSKY performance status [41,42,87].

CT findings Sensitivity (%) Specificity (%)
Cortical fracture on VB side 94 91

Cortical fracture on posterior aspect 56 91
At least once cortical fracture 94 97

Cortical fragment inside medullary canal 35 97
Fracture inside VB 85 72

Circular fracture 26 97
Vacuum sign 15 100

Circular thickness of soft tissue<8mm 41 87

Table 4: The sensitivity and specificity of CT scan in a benign osteoporotic process affect the spine and Vertebrate body (VB) [51]. 
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(Raf-1 and B-Raf). These are the first kinases in the MAPK (mitogen-
activated protein kinase) cascade which regulates normal cellular 
function including proliferation, survival, differentiation, adhesion 
and motility [76]. Dysregulated activation of these direct Raf pathways 
has been shown to play an important role in tumorigenesis and the 
progression of several solid tumour types [77,78]. To address these 
complications, more targeted therapy focusing on the multistep process 
of spinal metastasis has been studied. 

In-vivo Animal Studies
In vivo animal studies are very important to understand the biology, 
behaviour and sequence of events those results in successful 
establishment of spine metastasis. They provide the link between in-
vitro and human studies and help monitor metastasis progression and 
response to treatment. Most animal studies utilize either rodent or 
rabbit host species, with rodents having the advantage of being available, 
cheap, easy to handle, allowing easy detection of neurological deficits, 
and having similar anatomical organs to humans and a high degree of 
gene sequence homology with humans. In addition, rodents can be 
manipulated for investigation of specific cancer pathways by producing 
knockout, transgenic, or over-expressing strains [79-81]. Immune 
competent animal host can reject human cancer cells and tissue, 
which will prevent the development of spine metastasis. Therefore, the 
animal used in most xenograft cancer studies are immune-deficient 
animals such as  Balb/Cathymic nude mice and severe combined 
immunodeficiency (SCID) mice [79-81].

Spine metastases in animal models can be induced by inoculating 
cancer cells either systemically or locally [79]. Systemic administration 
of cancer cells can be done directly into the circulation intravenously 
via the rodents lateral tail vein and intra-cardiac via the left ventricle 
of the heart.  With systemic inoculation, the location and number 
of metastases is unpredictable, and thus the disease course is not 
reproducible, making it difficult to assess therapeutic interventions. 
Local inoculation of cancer cells involves direct injection into the desired 
site for the metastasis. This method is more reliable and reproducible 
compared to systemic inoculation with regard to the location and 
timing of metastasis development in the spine [79]. However, it is more 
invasive and can be technically challenging given the size of the animal 
and the unfamiliar anatomy, which can lead to complications. 

Chemokines
Chemokines are involved in tumor growth, senescence, angiogenesis, 
metastasis and immune evasion. The expression of chemokines and 
their receptors is altered in many malignancies and subsequently leads 
to aberrant chemokine receptor signaling.

In normal physiological functions, homeostatic chemokines regulate the 
migration of leukocytes by recruiting specific populations of lymphoid 
cells to certain tissues in either innate or acquired immune responses. 
Recent studies suggest that metastatic cancer cells simply co-opt these 
chemokine pathways to migrate to distant sites. The bone marrow is 
a common destination for many malignant cancers, including breast 
carcinoma, prostate carcinoma, multiple myeloma, lung carcinoma, 
uterine cancer, thyroid cancer, bladder cancer, and neuroblastoma. 

The CXCR4/CXCL12 axis is one of the most studied chemokine receptor 
axis and has been shown to play a vital role in metastasis. Studies show 
that metastatic breast cancers selectively express CXCR4 and migrate 
to organs that express high levels of its respective ligand CXCL12, also 
known as SDF-1. Ligand CXCL12 is preferentially expressed in the 
most common sites of breast cancer metastasis, lung, brain, lymph 

nodes, liver, and bone marrow. Muller et al. in a landmark study 
injected the tail vein of severe combined immuno-deficient (SCID) 
mice with the human breast carcinoma cell line MDA-MB-231 [82]. 
They then gave twice weekly treatment with either neutralizing anti-
human CXCR4 monoclonal antibody or an isotype control. They found 
that in vivo inhibition of CXCR4-CXCL12 interactions significantly 
reduces metastasis of breast tumor cells to the lymph node and lungs. 
Furthermore, inhibition of CXCL12- CXCR4 interactions using anti-
CXCR4 or CXCL12 antibodies significantly impairs these migratory 
responses by 63-76% and 60-62%, respectively [82]. 

CCL2 (also called monocyte chemoattractant protein/MCP-1) is the 
primary ligand for the CCR2 receptor which is normally expressed on 
monocyte/macrophages. The importance of the CCL2–CCR2 axis in 
breast and prostate cancer has been well documented and there is solid 
evidence for this pathway in mediating tumour growth in the bone 
microenvironment [83]. Preclinical studies have shown the effectiveness 
of CCL2 neutralizing antibodies in blocking prostate cancer tumour 
growth in bone both as a single agent and in combination therapy [84]. 
Recently, carlumab (CNTO-888), a CCL2 neutralizing antibody, was 
tested in Phase 2 clinical trials in patients with metastatic castration-
resistant prostate cancer (NTC00992186) [85]. Unfortunately, CCL2 
levels were only transiently blocked and no stable inhibition of CCL2/
CCR2 signalling was observed in these patients.

Interleukin-8 (IL-8/CXCL8) is a member of the CXCL class of 
chemokines which bind to the receptors CXCR1 and 2. IL-8 also has 
potent pro-osteoclastogenic activity and has been identified as an 
osteolytic factor. Overexpression of IL-8 has been observed in breast 
cancer tumour samples and an elevated serum IL-8 level is associated 
with osteolysis and bone metastasis in breast cancer patients  [86]. 
A recent study showed that disruption of IL-8-mediated signalling 
through use of neutralizing antibodies slowed the growth of bone 
tumours in mice injected with MDA-MET BC cells [86,87]. 

Conclusion
The spine is the most common site of skeletal metastases, with spinal 
metastases present in up to 36% of patients with terminal cancer. 
Furthermore, with an ageing population, this number is set to increase 
and currently the treatment of metastatic spinal disease remains 
largely palliative. Additionally, it is associated with morbidities such 
as pathological fractures, paralysis, incontinence and severe pain. 
Recent studies have focused on the key pathways that mediate tumour 
progression and spread to bone and more targeted therapies that 
may reduce the injury to normal cells. Further research is required to 
decrease the burden of this disease process. 

Future Directions
Therapies that target key pathways mediating tumour migration and 
establishment at bone sites may prevent or delay the irreversible effects 
of bone fractures and onset of pain that eventuate, as well as prolong 
life. Chemokines are an attractive target for metastatic bone cancer. 
Not only are chemokines involved in most steps of the metastatic 
cascade, including survival, angiogenesis, invasion, and trafficking to 
bone but are also strongly associated with bone disease and tumour 
growth. Chemokine receptors are also amenable to inhibition by small 
pharmacological compounds.  The uses of neutralizing antibodies 
against soluble ligands and small molecule pharmacological inhibitors 
that target the relevant chemokine receptors have yielded encouraging 
results in a number of pre-clinical trials. However, in most of these 
targeting a single receptor has failed to completely inhibit bone 
metastasis and the effect on prolonging animal survival is modest. 
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Advanced cancers are notorious for adapting and developing chemo-
resistance, possibly by switching from one chemokine system to 
another. Given that multiple chemokine ligand/receptor pairs may be 
driving bone metastasis, a combinatorial approach targeting multiple 
chemokine pathways simultaneously, may be required for effectively 
preventing bone metastasis.

References

1. Witham TF, Khavkin YA, Gallia GL, Wolinsky JP, Gokaslan ZL (2006) Surgery 
insight: current management of epidural spinal cord compression from 
metastatic spine disease. Nat Clin Pract Neurol 2: 87-94; quiz 116.

2. Manabe J, Kawaguchi N, Matsumoto S, Tanizawa T (2005) Surgical treatment 
of bone metastasis: indications and outcomes. Int J Clin Oncol 10: 103-111.

3. Jemal A, Siegel R, Ward E, Murray T, Xu J, et al. (2007) Cancer statistics. CA 
Cancer J Clin 57: 43-66.

4. Loblaw DA, Perry J, Chambers A, Laperriere NJ (2005) Systematic review of the 
diagnosis and management of malignant extradural spinal cord compression: 
the Cancer Care Ontario Practice Guidelines Initiative’s Neuro-Oncology 
Disease Site Group. J Clin Oncol 23: 2028-2037.

5. Coleman RE (2001) Metastatic bone disease: clinical features, pathophysiology 
and treatment strategies. Cancer Treat Rev 27: 165-176.

6. Macedo F, Ladeira K, Pinho F, Saraiva N, Bonito N, et al. (2017) Bone 
Metastases: An Overview. Oncol Rev 11: 321.

7. Perrin RG, Laxton AW (2004) Metastatic spine disease: epidemiology, 
pathophysiology, and evaluation of patients. Neurosurg Clin N Am 15: 365-373.

8. Jacobs WB, Perrin RG (2001) Evaluation and treatment of spinal metastases: 
an overview. Neurosurg Focus 11: e10.

9. Agarawal JP, Swangsilpa T, van der Linden Y, Rades D, Jeremic B, et al. 
(2006) The role of external beam radiotherapy in the management of bone 
metastases. Clin Oncol (R Coll Radiol) 18: 747-760.

10. Perrin RG (1992) Metastatic tumors of the axial spine. Curr Opin Oncol 4: 525-532.

11. Simmons ED, Zheng Y (2006) Vertebral tumors: surgical versus nonsurgical 
treatment. Clin Orthop Relat Res 443: 233-247.

12. Lee CH, Kwon JW, Lee J, Hyun SJ, Kim KJ, et al. (2014) Direct decompressive 
surgery followed by radiotherapy versus radiotherapy alone for metastatic 
epidural spinal cord compression: a meta-analysis. Spine (Phila Pa 1976) 39: 
E587-E592.

13. Janjan NA, Payne R, Gillis T, Podoloff D, Libshitz HI, et al. (1998) Presenting 
symptoms in patients referred to a multidisciplinary clinic for bone metastases. 
J Pain Symptom Manage 16: 171-178.

14. Wu J, Zheng W, Xiao JR, Sun X, Liu WZ, et al. (2010) Health-related quality of 
life in patients with spinal metastases treated with or without spinal surgery: a 
prospective, longitudinal study. Cancer 116: 3875-3882.

15. Wilhelm S, Carter C, Lynch M, Lowinger T, Dumas J, et al. (2006) Discovery 
and development of sorafenib: a multikinase inhibitor for treating cancer. Nat 
Rev Drug Discov 5: 835-844.

16. Chambers AF, Groom AC, MacDonald IC (2002) Dissemination and growth of 
cancer cells in metastatic sites. Nat Rev Cancer 2: 563-572.

17. Kang Y, Siegel PM, Shu W, Drobnjak M, Kakonen SM, et al. (2003) A multigenic 
program mediating breast cancer metastasis to bone. Cancer Cell 3: 537-549.

18. Jezierska A, Motyl T (2009) Matrix metalloproteinase-2 involvement in breast 
cancer progression: a mini-review. Med Sci Monit 15: RA32-RA40.

19. Nakopoulou L, Tsirmpa I, Alexandrou P, Louvrou A, Ampela C, et al. (2003) 
MMP-2 protein in invasive breast cancer and the impact of MMP-2/TIMP-2 
phenotype on overall survival. Breast Cancer Res Treat 77: 145-155.

20. Ranuncolo SM, Armanasco E, Cresta C, Bal De Kier Joffe E, Puricelli L (2003) 
Plasma MMP-9 (92 kDa-MMP) activity is useful in the follow-up and in the 
assessment of prognosis in breast cancer patients. Int J Cancer 106: 745-751.

21. Raman D, Baugher PJ, Thu YM, Richmond A (2007) Role of chemokines in 
tumor growth. Cancer Lett 256: 137-165.

22. Cabioglu N, Sahin AA, Morandi P, Meric-Bernstam F, Islam R, et al. (2009) 

Chemokine receptors in advanced breast cancer: differential expression in 
metastatic disease sites with diagnostic and therapeutic implications. Ann 
Oncol 20: 1013-1019.

23. Liang Z, Yoon Y, Votaw J, Goodman MM, Williams L, et al. (2005) Silencing of 
CXCR4 blocks breast cancer metastasis. Cancer Res 65: 967-971.

24. Richert MM, Vaidya KS, Mills CN, Wong D, Korz W, et al. (2009) Inhibition of 
CXCR4 by CTCE-9908 inhibits breast cancer metastasis to lung and bone. 
Oncol Rep 21: 761-776.

25. Hotte S HH, Moretto P (2008) Final results of a Phase I/II study of CTCE-9908, 
a novel anticancer agent that inhibits CXCR4, in patients with advanced solid 
cancers.  EORTC/NCI/AACR Molecular Targets and Cancer Therapeutics 2008 
conference: Eur J Cancer Suppl 127.

26. Kahn D, Weiner GJ, Ben-Haim S, Ponto LL, Madsen MT, et al. (1994) Positron 
emission tomographic measurement of bone marrow blood flow to the pelvis 
and lumbar vertebrae in young normal adults. Blood 83: 958-963.

27. Paget S (1889) The distribution of secondary growths in cancer of the breast. 
1889. Cancer Metastasis Rev 113: 571-573.

28. Psaila B, Lyden D (2009) The metastatic niche: adapting the foreign soil. Nat 
Rev Cancer 9: 285-293.

29. Mercadante S (1997) Malignant bone pain: pathophysiology and treatment. 
Pain 69(1-2): 1-18.

30. Choi D, Fox Z, Albert T, Arts M, Balabaud L, et al. (2016) Rapid improvements 
in pain and quality of life are sustained after surgery for spinal metastases in a 
large prospective cohort. Br J Neurosurg 30: 337-344.

31. Govind J (2004) Lumbar radicular pain. Aust Fam Physician 33: 409-412.

32. Haghpanah V, Abbas SI, Mahmoodzadeh H, Shojaei A, Soleimani A, et al. 
(2006) Paraplegia as initial presentation of follicular thyroid carcinoma. J Coll 
Physicians Surg Pak. 16: 233-234.

33. Graham GP, Dent CM, Burgess N, Mathews PN (1993) Urinary retention in 
prostatic carcinoma: obstructive or neurogenic? Br J Hosp Med 49: 733-734.

34. Bilsky MH, Lis E, Raizer J, Lee H, Boland P (1999) The diagnosis and treatment 
of metastatic spinal tumor. Oncologist 4: 459-469.

35. Marton KI, Sox HC Jr, Krupp JR (1981) Involuntary weight loss: diagnostic and 
prognostic significance. Ann Intern Med 95: 568-574.

36. Bosch X, Monclus E, Escoda O, Guerra-Garcia M, Moreno P, et al. (2017) 
Unintentional weight loss: Clinical characteristics and outcomes in a prospective 
cohort of 2677 patients. PLoS One 12: e0175125.

37. Serlin RC, Mendoza  TR, Nakamura Y, Edwards KR, Cleeland CS (1995) 
When is cancer pain mild, moderate or severe? Grading pain severity by its 
interference with function. Pain 61: 277-284.

38. Compston A (2010) Aids to the investigation of peripheral nerve injuries. 
Medical Research Council: Nerve Injuries Research Committee. His Majesty’s 
Stationery Office: 1942; pp. 48 (iii) and 74 figures and 7 diagrams; with aids to 
the examination of the peripheral nervous system. By Michael O’Brien for the 
Guarantors of Brain. Saunders Elsevier: 2010; pp. [8] 64 and 94 Figures. Brain 
133: 2838-2844.

39. Frankel HL, Hancock DO, Hyslop G, Melzak J, Michaelis LS, et al. (1969) The 
value of postural reduction in the initial management of closed injuries of the 
spine with paraplegia and tetraplegia. I. Paraplegia 7: 179-192.

40. Maynard FM Jr, Bracken MB, Creasey G, Ditunno JF Jr, Donovan WH, et al. 
(1997) International Standards for Neurological and Functional Classification 
of Spinal Cord Injury. American Spinal Injury Association. Spinal Cord 35: 266-
274.

41. Oken MM, Creech RH, Tormey DC, Horton J, Davis TE, et al. (1982) Toxicity 
and response criteria of the Eastern Cooperative Oncology Group. Am J Clin 
Oncol 5: 649-655.

42. Karnofsky DB (1949) The clinical evaluation of chemotherapeutic agents 
in cancer. In: C. M. MacLeod, Ed., Evaluation of Chemotherapeutic Agents, 
Columbia University Press, New York, P. 196.

43. Edelstyn GA, Gillespie PJ, Grebbell FS (1967) The radiological demonstration 
of osseous metastases. Experimental observations. Clin Radiol 18: 158-162.

44. Jacobson AF, Stomper PC, Cronin EB, Kaplan WD (1990) Bone scans with 
one or two new abnormalities in cancer patients with no known metastases: 
reliability of interpretation of initial correlative radiographs. Radiology 174: 503-

http://dx.doi.org/10.1038/ncpneuro0116
http://dx.doi.org/10.1038/ncpneuro0116
http://dx.doi.org/10.1038/ncpneuro0116
http://dx.doi.org/10.1007/s10147-005-0478-9
http://dx.doi.org/10.1007/s10147-005-0478-9
http://onlinelibrary.wiley.com/journal/10.3322/(ISSN)1542-4863
http://onlinelibrary.wiley.com/journal/10.3322/(ISSN)1542-4863
http://dx.doi.org/10.1200/JCO.2005.00.067
http://dx.doi.org/10.1200/JCO.2005.00.067
http://dx.doi.org/10.1200/JCO.2005.00.067
http://dx.doi.org/10.1200/JCO.2005.00.067
http://dx.doi.org/10.1053/ctrv.2000.0210
http://dx.doi.org/10.1053/ctrv.2000.0210
http://dx.doi.org/10.4081/oncol.2017.321
http://dx.doi.org/10.4081/oncol.2017.321
http://dx.doi.org/10.1016/j.nec.2004.04.018
http://dx.doi.org/10.1016/j.nec.2004.04.018
https://thejns.org/focus/view/journals/neurosurg-focus/neurosurg-focus-overview.xml
https://thejns.org/focus/view/journals/neurosurg-focus/neurosurg-focus-overview.xml
https://www.sciencedirect.com/science/journal/09366555
https://www.sciencedirect.com/science/journal/09366555
https://www.sciencedirect.com/science/journal/09366555
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&NEWS=n&CSC=Y&PAGE=toc&D=yrovft&AN=00001622-000000000-00000
http://dx.doi.org/10.1097/01.blo.0000198723.77762.0c
http://dx.doi.org/10.1097/01.blo.0000198723.77762.0c
http://dx.doi.org/10.1097/BRS.0000000000000258
http://dx.doi.org/10.1097/BRS.0000000000000258
http://dx.doi.org/10.1097/BRS.0000000000000258
http://dx.doi.org/10.1097/BRS.0000000000000258
http://sciencedirect.com/science/journal/08853924
http://sciencedirect.com/science/journal/08853924
http://sciencedirect.com/science/journal/08853924
http://dx.doi.org/10.1002/cncr.25126
http://dx.doi.org/10.1002/cncr.25126
http://dx.doi.org/10.1002/cncr.25126
http://dx.doi.org/10.1038/nrd2130
http://dx.doi.org/10.1038/nrd2130
http://dx.doi.org/10.1038/nrd2130
http://dx.doi.org/10.1038/nrc865
http://dx.doi.org/10.1038/nrc865
http://www.sciencedirect.com/science/journal/15356108
http://www.sciencedirect.com/science/journal/15356108
https://www.medscimonit.com/download/index/idArt/869542
https://www.medscimonit.com/download/index/idArt/869542
https://link.springer.com/article/10.1023/A:1021371028777
https://link.springer.com/article/10.1023/A:1021371028777
https://link.springer.com/article/10.1023/A:1021371028777
http://dx.doi.org/10.1002/ijc.11288
http://dx.doi.org/10.1002/ijc.11288
http://dx.doi.org/10.1002/ijc.11288
http://dx.doi.org/10.1016/j.canlet.2007.05.013
http://dx.doi.org/10.1016/j.canlet.2007.05.013
http://dx.doi.org/10.1093/annonc/mdn740
http://dx.doi.org/10.1093/annonc/mdn740
http://dx.doi.org/10.1093/annonc/mdn740
http://dx.doi.org/10.1093/annonc/mdn740
http://dx.doi.org/10.3892/or_00000282
http://dx.doi.org/10.3892/or_00000282
http://dx.doi.org/10.3892/or_00000282
https://www.sciencedirect.com/journal/european-journal-of-cancer-supplements/vol/6/issue/12?page-size=100&page=5
https://www.sciencedirect.com/journal/european-journal-of-cancer-supplements/vol/6/issue/12?page-size=100&page=5
https://www.sciencedirect.com/journal/european-journal-of-cancer-supplements/vol/6/issue/12?page-size=100&page=5
https://www.sciencedirect.com/journal/european-journal-of-cancer-supplements/vol/6/issue/12?page-size=100&page=5
http://www.bloodjournal.org/content/bloodjournal/83/4/958.full.pdf?sso-checked=true
http://www.bloodjournal.org/content/bloodjournal/83/4/958.full.pdf?sso-checked=true
http://www.bloodjournal.org/content/bloodjournal/83/4/958.full.pdf?sso-checked=true
https://doi.org/10.1016/S0140-6736(00)49915-0
https://doi.org/10.1016/S0140-6736(00)49915-0
http://dx.doi.org/10.1038/nrc2621
http://dx.doi.org/10.1038/nrc2621
http://www.sciencedirect.com/science/journal/03043959
http://www.sciencedirect.com/science/journal/03043959
http://dx.doi.org/10.3109/02688697.2015.1133802
http://dx.doi.org/10.3109/02688697.2015.1133802
http://dx.doi.org/10.3109/02688697.2015.1133802
https://www.racgp.org.au/afpbackissues/2004/200406/20040601govind.pdf
http://theoncologist.alphamedpress.org/content/4/6/459.long
http://theoncologist.alphamedpress.org/content/4/6/459.long
https://annals.org/aim/article-abstract/695186/involuntary-weight-loss-diagnostic-prognostic-significance?volume=95&issue=5&page=568
https://annals.org/aim/article-abstract/695186/involuntary-weight-loss-diagnostic-prognostic-significance?volume=95&issue=5&page=568
http://dx.doi.org/10.1371/journal.pone.0175125
http://dx.doi.org/10.1371/journal.pone.0175125
http://dx.doi.org/10.1371/journal.pone.0175125
http://www.sciencedirect.com/science/journal/03043959
http://www.sciencedirect.com/science/journal/03043959
http://www.sciencedirect.com/science/journal/03043959
http://dx.doi.org/10.1093/brain/awq270
http://dx.doi.org/10.1093/brain/awq270
http://dx.doi.org/10.1093/brain/awq270
http://dx.doi.org/10.1093/brain/awq270
http://dx.doi.org/10.1093/brain/awq270
http://dx.doi.org/10.1093/brain/awq270
http://dx.doi.org/10.1038/sc.1969.30
http://dx.doi.org/10.1038/sc.1969.30
http://dx.doi.org/10.1038/sc.1969.30
http://www.nature.com/sc
http://www.nature.com/sc
http://www.nature.com/sc
http://www.nature.com/sc
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&NEWS=n&CSC=Y&PAGE=toc&D=yrovft&AN=00000421-000000000-00000
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&NEWS=n&CSC=Y&PAGE=toc&D=yrovft&AN=00000421-000000000-00000
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&NEWS=n&CSC=Y&PAGE=toc&D=yrovft&AN=00000421-000000000-00000
http://www.sciencedirect.com/science/journal/00099260
http://www.sciencedirect.com/science/journal/00099260
http://dx.doi.org/10.1148/radiology.174.2.2296659
http://dx.doi.org/10.1148/radiology.174.2.2296659
http://dx.doi.org/10.1148/radiology.174.2.2296659


Citation: Humadi A, Kirzner N, Darwood S, Quan G (2019) A Review of the Literature on Metastatic Spine Disease. J Spine 8: 438. doi: 10.4172/2165-
7939.1000438

Page 8 of 8

Volume 8 • Issue 2 • 1000438
J Spine, an open access journal
ISSN: 2165-7939

507.

45. Salvo N, Christakis M, Rubenstein J, de Sa E, Napolskikh J, et al. (2009) The 
role of plain radiographs in management of bone metastases. J Palliat Med 
12: 195-198.

46. Rosenthal DI (1997) Radiologic diagnosis of bone metastases. Cancer 80: 
1595-1607.

47. Shah LM, Salzman KL (2011) Imaging of spinal metastatic disease. Int J Surg 
Oncol 2011: 769753.

48. Lodwick GS, Wilson AJ, Farrell C, Virtama P, Dittrich F (1980) Determining 
growth rates of focal lesions of bone from radiographs. Radiology 134: 577-
583.

49. Guillevin R, Vallee JN, Lafitte F, Menuel C, Duverneuil NM, et al. (2007) Spine 
metastasis imaging: review of the literature. J Neuroradiol 34: 311-321.

50. Fornasier VL, Czitrom AA (1978) Collapsed vertebrae: a review of 659 
autopsies. Clin Orthop Relat Res 131: 261-265.

51. Laredo JD, Lakhdari K, Bellaiche L, Hamze B, Janklewicz P, et al. (1995) Acute 
vertebral collapse: CT findings in benign and malignant nontraumatic cases. 
Radiology 194: 41-48.

52. Daldrup-Link HE, Rummeny EJ, Ihssen B, Kienast J, Link TM (2002) Iron-
oxide-enhanced MR imaging of bone marrow in patients with non-Hodgkin’s 
lymphoma: differentiation between tumor infiltration and hypercellular bone 
marrow. Eur Radiol 12: 1557-1566.

53. Algra PR, Heimans JJ, Valk J, Nauta JJ, Lachniet M, et al. (1992) Do metastases 
in vertebrae begin in the body or the pedicles? Imaging study in 45 patients. 
AJR Am J Roentgenol 158: 1275-1279.

54. Gosfield E 3rd, Alavi A, Kneeland B (1993) Comparison of radionuclide bone 
scans and magnetic resonance imaging in detecting spinal metastases. J Nucl 
Med 34: 2191-2198.

55. Avrahami E, Tadmor R, Kaplinsky N (1993) The role of T2-weighted gradient 
echo in MRI demonstration of spinal multiple myeloma. Spine (Phila Pa 1976) 
18: 1812-1815.

56. Metser U, Lerman H, Blank A, Lievshitz G, Bokstein F, et al. (2004) Malignant 
involvement of the spine: assessment by 18F-FDG PET/CT. J Nucl Med 45: 
279-284.

57. Lee CS, Jung CH (2012) Metastatic spinal tumor. Asian Spine J 6: 71-87.

58. Swanson KC, Pritchard DJ, Sim FH (2008) Surgical treatment of metastatic 
disease of the femur. J Am Acad Orthop Surg 8: 56-65.

59. Riccio AI, Wodajo FM, Malawer M (2007) Metastatic carcinoma of the long 
bones. Am Fam Physician 76: 1489-1494.

60. Meads MB, Hazlehurst LA, Dalton WS (2008) The bone marrow 
microenvironment as a tumor sanctuary and contributor to drug resistance. Clin 
Cancer Res 14: 2519-2526.

61. Gnant M, Mlineritsch B, Schippinger W, Luschin-Ebengreuth G, Postlberger S, 
et al. (2009) Endocrine therapy plus zoledronic acid in premenopausal breast 
cancer. N Engl J Med 360: 679-691.

62. Bidard FC, Kirova YM, Vincent-Salomon A, Alran S, de Rycke Y,  et al. 
(2009) Disseminated tumor cells and the risk of locoregional recurrence in 
nonmetastatic breast cancer. Ann Oncol 20: 1836-1841.

63. Bidard FC, Vincent-Salomon A, Sigal-Zafrani B, Dieras V, Mathiot C, et al. 
(2008) Prognosis of women with stage IV breast cancer depends on detection 
of circulating tumor cells rather than disseminated tumor cells. Ann Oncol 19: 
496-500.

64. Janni W, Vogl FD, Wiedswang G, Synnestvedt M, Fehm T, et al. (2011) 
Persistence of disseminated tumor cells in the bone marrow of breast cancer 
patients predicts increased risk for relapse-a European pooled analysis. Clin 
Cancer Res 17: 2967-2976.

65. Schindlbeck C, Kampik T, Janni W, Rack B, Jeschke U, et al. (2005) Prognostic 
relevance of disseminated tumor cells in the bone marrow and biological 
factors of 265 primary breast carcinomas. Breast Cancer Res 7: R1174-R1185.

66. Aft R, Naughton M, Trinkaus K, Watson M, Ylagan L, et al. (2010) Effect of 
zoledronic acid on disseminated tumour cells in women with locally advanced 
breast cancer: an open label, randomised, phase 2 trial. Lancet Oncol 11: 421-
428.

67. Almubarak H, Jones A, Chaisuparat R, Zhang M, Meiller TF, et al. (2011) 
Zoledronic acid directly suppresses cell proliferation and induces apoptosis in 
highly tumorigenic prostate and breast cancers. J Carcinog 10: 2.

68. Winter MC, Coleman RE (2009) Bisphosphonates in breast cancer: teaching 
an old dog new tricks. Curr Opin Oncol 21: 499-506.

69. Winter MC, Holen I, Coleman RE (2008) Exploring the anti-tumour activity of 
bisphosphonates in early breast cancer. Cancer Treat Rev 34: 453-475.

70. Quan GM, Vital JM, Aurouer N, Obeid I, Palussiere J, et al. (2011) Surgery 
improves pain, function and quality of life in patients with spinal metastases: a 
prospective study on 118 patients. Eur Spine J 20: 1970-1978.

71. Quan GM, Pointillart V, Palussiere J, Bonichon F (2012) Multidisciplinary 
treatment and survival of patients with vertebral metastases from thyroid 
carcinoma. Thyroid 22: 125-130.

72. Quan GM, Choong PF (2006) Anti-angiogenic therapy for osteosarcoma. 
Cancer Metastasis Rev 25: 707-713.

73. Quan GM, Gibson MJ (2010) Correction of main thoracic adolescent idiopathic 
scoliosis using pedicle screw instrumentation: does higher implant density 
improve correction? Spine (Phila Pa 1976) 35: 562-567.

74. Quan GM, Vital JM, Hansen S, Pointillart V (2011) Eight-year clinical and 
radiological follow-up of the Bryan cervical disc arthroplasty. Spine (Phila Pa 
1976) 36: 639-646.

75. Pointillart V, Vital JM, Salmi R, Diallo A, Quan GM (2011) Survival prognostic 
factors and clinical outcomes in patients with spinal metastases. J Cancer Res 
Clin Oncol 137: 849-856.

76. Quan GM, Vital JM, Pointillart V (2011) Outcomes of palliative surgery in 
metastatic disease of the cervical and cervicothoracic spine. J Neurosurg Spine 
14: 612-618.

77. Kolch W, Kotwaliwale A, Vass K, Janosch P (2002) The role of Raf kinases in 
malignant transformation. Expert Rev Mol Med 4: 1-18.

78. O’Neill E, Rushworth L, Baccarini M, Kolch W (2004) Role of the kinase MST2 
in suppression of apoptosis by the proto-oncogene product Raf-1. Science 306: 
2267-2270. 

79. Cossigny D, Quan GM (2012) In vivo animal models of spinal metastasis. 
Cancer Metastasis Rev 31: 99-108.

80. Tatsui CE, Lang FF, Gumin J, Suki D, Shinojima N, et al. (2009) An orthotopic 
murine model of human spinal metastasis: histological and functional 
correlations. J Neurosurg Spine 10: 501-512.

81. Hibberd C, Cossigny DA, Quan GM (2013) Animal cancer models of skeletal 
metastasis. Cancer Growth Metastasis 6: 23-34.

82. Muller A, Homey B, Soto H, Ge N, Catron D, et al. (2001) Involvement of 
chemokine receptors in breast cancer metastasis. Nature 410: 50-56.

83. Zhang J, Lu Y, Pienta KJ (2010) Multiple roles of chemokine (C-C motif) ligand 
2 in promoting prostate cancer growth. J Natl Cancer Inst 102: 522-528.

84. Kirk PS, Koreckij T, Nguyen HM, Brown LG, Snyder LA, et al. (2013) Inhibition of 
CCL2 signaling in combination with docetaxel treatment has profound inhibitory 
effects on prostate cancer growth in bone. Int J Mol Sci 14: 10483-10496.

85. Pienta KJ, Machiels JP, Schrijvers D, Alekseev B, Shkolnik M, et al. (2013) 
Phase 2 study of carlumab (CNTO 888), a human monoclonal antibody against 
CC-chemokine ligand 2 (CCL2), in metastatic castration-resistant prostate 
cancer. Invest New Drugs 31: 760-768.

86. Kamalakar A, Bendre MS, Washam CL, Fowler TW, Carver A, et al. (2014) 
Circulating interleukin-8 levels explain breast cancer osteolysis in mice and 
humans. Bone 61: 176-185.

87. ECOG-ACRIN Cancer Research Group cr. http://ecog-acrin.org/resources/
ecog-performance-status Philadelphia, PA 19103.  

http://dx.doi.org/10.1148/radiology.174.2.2296659
http://dx.doi.org/10.1089/jpm.2008.0055
http://dx.doi.org/10.1089/jpm.2008.0055
http://dx.doi.org/10.1089/jpm.2008.0055
https://onlinelibrary.wiley.com/doi/full/10.1002/(SICI)1097-0142(19971015)80:8%2B%3C1595::AID-CNCR10%3E3.0.CO;2-V
https://onlinelibrary.wiley.com/doi/full/10.1002/(SICI)1097-0142(19971015)80:8%2B%3C1595::AID-CNCR10%3E3.0.CO;2-V
http://dx.doi.org/10.1155/2011/769753
http://dx.doi.org/10.1155/2011/769753
http://dx.doi.org/10.1148/radiology.134.3.6928321
http://dx.doi.org/10.1148/radiology.134.3.6928321
http://dx.doi.org/10.1148/radiology.134.3.6928321
http://dx.doi.org/10.1016/j.neurad.2007.05.003
http://dx.doi.org/10.1016/j.neurad.2007.05.003
http://link.springer.com/journal/11999
http://link.springer.com/journal/11999
http://dx.doi.org/10.1148/radiology.194.1.7997579
http://dx.doi.org/10.1148/radiology.194.1.7997579
http://dx.doi.org/10.1148/radiology.194.1.7997579
http://dx.doi.org/10.1007/s00330-001-1270-5
http://dx.doi.org/10.1007/s00330-001-1270-5
http://dx.doi.org/10.1007/s00330-001-1270-5
http://dx.doi.org/10.1007/s00330-001-1270-5
http://dx.doi.org/10.2214/ajr.158.6.1590123
http://dx.doi.org/10.2214/ajr.158.6.1590123
http://dx.doi.org/10.2214/ajr.158.6.1590123
http://jnm.snmjournals.org/content/34/12/2191.full.pdf
http://jnm.snmjournals.org/content/34/12/2191.full.pdf
http://jnm.snmjournals.org/content/34/12/2191.full.pdf
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&NEWS=n&CSC=Y&PAGE=toc&D=yrovft&AN=00007632-000000000-00000
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&NEWS=n&CSC=Y&PAGE=toc&D=yrovft&AN=00007632-000000000-00000
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&NEWS=n&CSC=Y&PAGE=toc&D=yrovft&AN=00007632-000000000-00000
http://jnm.snmjournals.org/content/45/2/279.long
http://jnm.snmjournals.org/content/45/2/279.long
http://jnm.snmjournals.org/content/45/2/279.long
http://dx.doi.org/10.4184/asj.2012.6.1.71
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&NEWS=n&CSC=Y&PAGE=toc&D=yrovft&AN=00124635-000000000-00000
http://ovidsp.ovid.com/ovidweb.cgi?T=JS&NEWS=n&CSC=Y&PAGE=toc&D=yrovft&AN=00124635-000000000-00000
http://dx.doi.org/10.1158/1078-0432.CCR-07-2223
http://dx.doi.org/10.1158/1078-0432.CCR-07-2223
http://dx.doi.org/10.1158/1078-0432.CCR-07-2223
http://dx.doi.org/10.1056/NEJMoa0806285
http://dx.doi.org/10.1056/NEJMoa0806285
http://dx.doi.org/10.1056/NEJMoa0806285
http://dx.doi.org/10.1093/annonc/mdp200
http://dx.doi.org/10.1093/annonc/mdp200
http://dx.doi.org/10.1093/annonc/mdp200
http://dx.doi.org/10.1093/annonc/mdm507
http://dx.doi.org/10.1093/annonc/mdm507
http://dx.doi.org/10.1093/annonc/mdm507
http://dx.doi.org/10.1093/annonc/mdm507
http://dx.doi.org/10.1158/1078-0432.CCR-10-2515
http://dx.doi.org/10.1158/1078-0432.CCR-10-2515
http://dx.doi.org/10.1158/1078-0432.CCR-10-2515
http://dx.doi.org/10.1158/1078-0432.CCR-10-2515
http://dx.doi.org/10.1186/bcr1360
http://dx.doi.org/10.1186/bcr1360
http://dx.doi.org/10.1186/bcr1360
http://dx.doi.org/10.1016/S1470-2045(10)70054-1
http://dx.doi.org/10.1016/S1470-2045(10)70054-1
http://dx.doi.org/10.1016/S1470-2045(10)70054-1
http://dx.doi.org/10.1016/S1470-2045(10)70054-1
http://dx.doi.org/10.4103/1477-3163.75723
http://dx.doi.org/10.4103/1477-3163.75723
http://dx.doi.org/10.4103/1477-3163.75723
http://dx.doi.org/10.1097/CCO.0b013e328331c794
http://dx.doi.org/10.1097/CCO.0b013e328331c794
http://dx.doi.org/10.1016/j.ctrv.2008.02.004
http://dx.doi.org/10.1016/j.ctrv.2008.02.004
http://dx.doi.org/10.1007/s00586-011-1867-6
http://dx.doi.org/10.1007/s00586-011-1867-6
http://dx.doi.org/10.1007/s00586-011-1867-6
http://dx.doi.org/10.1089/thy.2012.2209.sc
http://dx.doi.org/10.1089/thy.2012.2209.sc
http://dx.doi.org/10.1089/thy.2012.2209.sc
http://dx.doi.org/10.1007/s10555-006-9031-1
http://dx.doi.org/10.1007/s10555-006-9031-1
http://dx.doi.org/10.1097/BRS.0b013e3181b4af34
http://dx.doi.org/10.1097/BRS.0b013e3181b4af34
http://dx.doi.org/10.1097/BRS.0b013e3181b4af34
http://dx.doi.org/10.1097/BRS.0b013e3181dc9b51
http://dx.doi.org/10.1097/BRS.0b013e3181dc9b51
http://dx.doi.org/10.1097/BRS.0b013e3181dc9b51
http://dx.doi.org/10.1007/s00432-010-0946-0
http://dx.doi.org/10.1007/s00432-010-0946-0
http://dx.doi.org/10.1007/s00432-010-0946-0
http://dx.doi.org/10.3171/2011.1.SPINE10463
http://dx.doi.org/10.3171/2011.1.SPINE10463
http://dx.doi.org/10.3171/2011.1.SPINE10463
http://dx.doi.org/10.1017/S1462399402004386
http://dx.doi.org/10.1017/S1462399402004386
http://dx.doi.org/10.1126/science.1103233
http://dx.doi.org/10.1126/science.1103233
http://dx.doi.org/10.1126/science.1103233
http://dx.doi.org/10.1007/s10555-011-9332-x
http://dx.doi.org/10.1007/s10555-011-9332-x
http://dx.doi.org/10.3171/2009.2.SPINE08391
http://dx.doi.org/10.3171/2009.2.SPINE08391
http://dx.doi.org/10.3171/2009.2.SPINE08391
http://dx.doi.org/10.4137/CGM.S11284
http://dx.doi.org/10.4137/CGM.S11284
http://dx.doi.org/10.1038/35065016
http://dx.doi.org/10.1038/35065016
http://dx.doi.org/10.1093/jnci/djq044
http://dx.doi.org/10.1093/jnci/djq044
http://dx.doi.org/10.3390/ijms140510483
http://dx.doi.org/10.3390/ijms140510483
http://dx.doi.org/10.3390/ijms140510483
http://dx.doi.org/10.1007/s10637-012-9869-8
http://dx.doi.org/10.1007/s10637-012-9869-8
http://dx.doi.org/10.1007/s10637-012-9869-8
http://dx.doi.org/10.1007/s10637-012-9869-8
http://dx.doi.org/10.1016/j.bone.2014.01.015
http://dx.doi.org/10.1016/j.bone.2014.01.015
http://dx.doi.org/10.1016/j.bone.2014.01.015

	Title
	Corresponding author
	Abstract
	Keywords
	Introduction 
	Pathophysiology 
	Tumour migration (metastasis) 
	Model of tumour establishment 
	Clinical presentation 
	Clinical evaluation 

	Imaging
	Plain radiography 

	Computed Tomography (CT) Scans 
	Magnetic Resonance Imaging (MRI) 
	Nuclear Medicine 
	Laboratory Studies 
	Prevention of Bone Metastases 
	Treatment 
	In-vivo Animal Studies 
	Chemokines 
	Conclusion 
	Future Directions 
	Figure 1
	Figure 2
	Figure 3
	Table 1
	Table 2
	Table 3
	Table 4
	References 

