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Abstract

According to the Global Cancer Statistics 2020 report, breast cancer is the most commonly diagnosed cancer worldwide. Patients with
mammary cancer live longer due to the continuous optimization of chemotherapy, targeted drugs, and hormone therapy, which will inev-
itably lead to an increase in the prevalence of metastatic bone tumors. Bone metastasis affects approximately 8% of patients with mam-
mary cancer, with the spine being the most common site. Metastatic neoplasms can invade the centrum and its attachments, leading to
local pain, spinal instability, vertebral pathological fractures, spinal cord compression, impaired neurological function, and paralysis, ulti-
mately reducing the quality of life. Multidisciplinary and personalized management using analgesic drugs, endocrine therapy, corticosteroid
therapy, chemotherapy, bisphosphonates, immunotherapy, targeted drugs, radiotherapy, and surgery has been advocated for the treatment
of spinal metastases. Multiple paradigms and systems have been proposed to determine suitable treatments. In the early stages, the occur-
rence of metastasis indicates a terminal stage of the tumor process in patients with malignant tumors, implying that their lifespan is limited.
As a result, the choice of treatment is heavily influenced by longevity. However, with the development of treatment methods, the lifespan
of patients with tumors has considerably increased in recent years. This leads to the choice of patient’s treatment, which depends not only
on the patient’s survival, but also on the radiotherapy or postoperative functional outcomes. Nevertheless, they fall short of determining
the variables that affect survival and functional outcomes in histology-specific subgroups of breast cancer. To accurately predict the bone
survival and functional outcomes of patients with breast cancer spine metastases a review of prognostic factors was performed.
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Introduction
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Global Cancer Statistics 2020 reported that breast cancer was
the most common malignant tumor, with an estimated 2.3
million new cases (11.7%), and the fifth leading cause of
cancer-related deaths worldwide, accounting for 6.9% of all
deaths." Lower mortality may be due to the biological charac-
teristics of malignant breast tumors and the continuous optimi-
zation of chemotherapy, targeted drugs, and hormonal therapy
in recent years, which will inevitably lead to an increase in
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the prevalence of metastatic tumors. The bone is the third most
common site of malignant tumor metastasis after the liver and
lung.? About 8% of breast malignant neoplasm patients have
metastatic bone tumors,” of which the most common site is
the spine.* ™

Like spinal metastases from other types of cancer, spinal
metastases from breast cancer can also cause local pain,
spinal instability, pathological vertebral fractures, spinal cord
compression, neurological impairment, and paralysis, which
seriously affect the quality of life and shorten the patients’ life-
span. The treatment of spinal metastases requires multidisci-
plinary cooperation, which can be roughly divided into 2
categories: systemic and local treatment. Systemic treatment
includes analgesic drug therapy, endocrine therapy, corticoste-
roid therapy, chemotherapy, bisphosphonates, and immune and
targeted drug therapies. Local treatment includes radiotherapy
(RT) and surgery. Multiple paradigms and systems have been
proposed to determine the suitable treatment.””'* In the early
stages, the appearance of metastasis indicates a terminal stage
of the tumor process in patients with malignant tumors, imply-
ing that their lifespan is limited. As a result, the choice of treat-
ment is heavily influenced by longevity. However, with the
development of treatment methods, the lifespan of patients
with tumors has greatly increased in recent years. The choice
of treatment for patients depends not only on their survival
but also on the RT or postoperative functional outcomes.'>'®
The 2 landmark evaluation systems used for determining the
suitable treatments are Tomita et al'® and Tokuhashi et al’
scores.

Tokuhashi score was published in 1989 as a scheme for the
management of patients with spinal metastasis.”'”'® The
revised score was developed from a series that included 164
patients who underwent surgery and 82 nonsurgical patients,
in which the predictive accuracy of prospective evaluation of
patients was 86.4%."? The score included 6 items (metastases
to the major internal organs, the primary site of cancer,
general condition [KPS], spinal cord palsy, number of extraspi-
nal bone metastases, number of metastases in the vertical body).
According to the revised version,'® the estimated survival
period was less than 6 months when the total points were
under 8 or less, more than 6 months when it was 9 to 11, and
more than 12 months when it was 12 to 15. Patients with a
total score of 8 or less are recommended to undergo conserva-
tive treatment or palliative surgery. Patients with a total score of
9 to 11 who have single spinal metastasis but no major internal
organ metastasis are recommended to undergo vertebrectomy,
and the remaining 9 to 11 patients are recommended to
undergo palliative surgery. Vertebrectomy is recommended
for patients with a total score of 12 or above. However, the pre-
dictive power of the Tokuhashi score of 9 to 11 in one small
study was questioned,”® and other studies showed that the
Tokuhaishi score had lower prediction accuracy.”'*

Tomita score was proposed as a paradigm for the evaluation
of the prognosis of metastatic spine tumor in 2001.'%% The par-
adigm consists of 3 factors (primary tumor, the number of
spinal metastases, and visceral metastases) considered to be

significantly associated with survival. Compared with the
Tokuhashi score, each factor in the Tomita system was
weighted by COX analysis, and the Tomita score system is
more simplified. Multivariate analysis revealed that paralysis
was found not to significantly affect the outcome. According
to the Tomita score, the life expectancy was < 3 months
when the total points were 8 to 10, 6 to 12 months when the
total points were 6 to 8, 1 to 2 years when the total points
were 4 to 6, > 2 years when total points were 2 to 4. Total
resection is recommended for patients with a total score of 2
to 4, debulking for patients with a total score of 4 to 6, palli-
ative decompression surgery for patients with a total score
of 6 to 8, and terminal care for patients with a total score of
8 to 10.

Additionally, a more comprehensive management system
for spinal metastases has emerged in recent years.'®> The neu-
rologic, oncologic, mechanical, and systemic decision frame-
work was originally proposed by the Spine Expert Group
from the Memorial Sloan Kettering Cancer Center and was
later improved by Bilsky and Smith.?® According to the deci-
sion framework, conventional RT is sufficient for tumor
types that are sensitive to RT (any ESCC grade). For low-
grade ESCC (grade 1) and tumors that were unresponsive
to RT, stereotactic RT was applied; for high-grade ESCC
(2 grades 2 and 3) and tumors that were unresponsive to
RT, separation surgery combined with stereotactic RT was
applied; radiotherapy should be administered to patients
who are not suitable for surgery. For patients with vertebral
body instability, the vertebral body stabilization technique
should be applied.

Separation surgery combined with stereotactic RT is also
called hybrid treatment.”’” The aims of hybrid therapy for
spinal metastasis are as follows: (1) to improve or maintain neu-
rological function, (2) to provide mechanical stability, (3) to
achieve long-term local tumor control, and (4) to reduce
treatment-related morbidity. There is extensive level III evi-
dence supporting the use of hybrid therapy in the treatment of
metastatic spinal disease.”® ! Laufer et al*? applied separation
surgery combined with stereotactic radiosurgery (SRS) in 186
patients with epidural compression due to spinal metastases.
Forty patients received a single high-dose SRS (24 Gy), 37
patients received high-dose hypofractionated SRS (24-30 Gy
in 3 fractions), and 109 patients received low-dose hypofractio-
nated SRS (18-36 Gy in 5 or 6 fractions). The overall local
tumor progression rate was 18.3% (34/186) at a median of
4.8 months (0.2-38.3 months) following SRS. The local pro-
gression rate was 16.4% at 1 year after surgery. The 1-year
local progression rates were 9.0% for the single-fraction
group, 22.6% for low-dose hypofractionated SRS, and 4.1%
for high-dose hypofractionated SRS.

The neurological status, stability of the spine, and epidemiologi-
cal compression (NSE) scoring system has been published to guide
the selection of patients with spinal metastases who are suitable for
surgery.'® Neurological status was scored on a 0- to 5-point scale. A
score of 0 point was assigned to patients with no neurological deficit
or those with complete clinical spinal cord injury within > 72 h, 1
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point to patients with nonmotor simple radicular pain, and 3 points to
patients with motor nerve root injury or intractable mechanical nerve
root pain. A score of 4 points was assigned to patients with complete
spinal cord injury within <72 h and 5 points to patients with incom-
plete spinal cord injury or cauda equina syndrome. Stability was
evaluated using Spinal Instability Neoplastic Score (SINS).
Patients classified under the SINS 0 to 6 category were assigned a
score of 0 points, those in the SINS 7 to 12 category were assigned
a score of 3 points, and those in the SINS 13 to 18.5 category were
assigned a score of 5 points. The degree of epidural compression was
evaluated according to the ESCC score. Patients with ESCC 0, 1a,
and 1b obtained a score of 0 point, patients with ESCC 1c obtained
ascore of 1 point, and patients with ESCC 2 or 3 obtained a score of 3
points. Based on the NSE score, patients with total NSE scores of 0,
1, or 2 points should be treated conservatively. For patients with NSE
total scores of 3 or 4 points, surgery or RT/whole-body therapy can
be performed, depending on the tumor type, whether the patients
have the conditions for SRS and the clinical and general conditions
of the patients. For patients with a total NSE score of 5 points or
above (maximum score: 13), regardless of the histological type of
the tumor, surgical treatment should be performed. Cofano et al'®
reviewed 145 patients with spinal metastases who underwent
surgery or conservative treatment and analyzed the consistency of
NSE scores based on the patient’s treatment choices. Patients were
divided into the consistent group and the inconsistent group, with
the consistent group accounting for 88.3%. Until the last follow-up,
89.6% of patients in the agreement group did not exhibit deteriora-
tion of neurological function, while 82% of the patients did not dem-
onstrate the further deterioration of mechanical pain.

However, they fall short of determining factors that affect the
outcome in histology-specific subgroups of breast cancer.>* As
a result, we reviewed a number of studies on variables influenc-
ing bone survival (BS) and functional outcomes of patients with
breast cancer spine metastases in recent years. The objective of
this review is to answer which patients were associated with
better survival and functional outcomes.

Survival Parameters

The survival parameters of patients with BCSM are classified as
bone survival (BS) and overall survival (OS), according to the
initial events. OS refers to the time from the diagnosis of breast
cancer to death, whereas BS refers to the time from the diagno-
sis of BCSM to death.** The median BS of BCSM ranged from
24 to 43.9 months.>>>°

Prognostic Factors for BS in Patients With
BSCM

Age

Patients with BCSM were aged 27 to 93 years,*>*>*! with a

median age of 53 to 58 years>>>?"*" and a mean age of
53.0 to 59.9 years.***%4°*2 Numerous observational studies

have demonstrated that age does not significantly affect the sur-
vival of patients with BCSM (Table 1).>*3337-4043-48 7, 4nik

et al*” reported that patients older than 55 years had a median

postoperative survival time that was almost 2 times longer
than that of patients aged < 55 years. However, age at the
time of surgery was not significantly predictive of longevity
in patients with BCSM on multivariate analysis. Zadnik
et al*® determined that if a different age cutoff can be used
for the analysis, it may be possible to derive the significance
of age at the time of surgery.

Age is probably not a predictor of survival in patients with
BCSM. However, the study by Amelot et al*® found the signifi-
cant predictive value of age for the survival of patients with
BCSM and divided patients into 3 cohorts according to age;
the intermediate age group was used as the reference cohort
for analysis, which differed from the aforementioned other lit-
erature. 33337404348 The other series®>?337 4048 divided
the patients into 2 groups according to age in the regression
model. Therefore, the selection of the cutoff value and the
design of the model group may be key to identifying the signifi-
cance of age.

Hormone Receptor Status and Human Epidermal
Growth Factor Receptor 2 Status

The hormone receptor (HR) status in patients with malignant
breast tumors has an important prognostic value with regard to
the risk of tumor metastasis and pattern of tumor spread.**~°
The estrogen receptor (ER) and progesterone receptor (PR) are
2 HRs found in breast cancer. Cancer cells containing high
levels of ER are called hormone-dependent tumors. Tamoxifen
is an anti-estrogen drug that can compete with estradiol to
binding with ER in target organs, thereby inhibiting the growth
of tumor cells. Patients with ER-positive mammary cancer are
more likely to develop bone metastasis.>***>! The expression
of human epidermal growth factor receptor 2 (HER2) is
closely associated with the prognosis of patients with breast
cancer. When the HER2 gene is overexpressed, cells grow abnor-
mally and rapidly owing to excessive stimulation, eventually
leading to the occurrence of breast cancer. The use of trastuzu-
mab and pertuzumab has led to an improvement in the lifespan
of HER2 (+4) breast malignant tumor patients.’*>*

ER Status. The median BS of ER (+) patients with BCSM is 32
to 76.1 months®>*® and of ER (-) patients is 13 months.*’
Multiple studies have demonstrated that ER (+) patients with
BCSM were significantly associated with better survival than
ER (-) patients.***>*" Wang et al*' reported that ER (+)
patients with BCSM had a postoperative median survival of
21.5 months compared to ER (—) patients who had a postoper-
ative median survival of 11 months. Wang et al*' suggested that
Tokuhashi et al'® gave a score based on the median survival of
the primary tumor. The median survival of mammary cancer
metastatic spine tumor patients was 18.6 months, giving a
score of “5.” The median survival of renal malignant neoplasm
spinal metastasis patients and the uterine malignant tumor was
more than 8 months and less than 12 months, resulting in a
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Table 1. Significant Prognostic Variables for Patients With BCSM.

Studies and Patients Survival measured
authors Year (n) Treatment (dependent variable) Survival data Significant prognostic variables
Terzietal®” 2020 77 Surgery Postoperative survival for e 3-year survival e Number of extraspinal bone
spine metastasis rate: 61% metastases (0 vs >=1)
e S-year survival e Neurologic status (Frankel E vs other
rate: 43% neurologic status)
Sciubba 2007 125 Surgery Postoperative survival for e median Cervical metastasis (yes vs no)
et al*? spine metastasis survival: 21 ER status (ER [+]) vs ER [-])
months
e l-year survival
rate: 62%
e 2-year survival
rate: 44%
e 3-year survival
rate::33%
e 4-year survival
rate:27%
e S-year survival
rate 24%
Zhaoetal® 2020 144 Surgery Survival from the date of e mortality rate: e Visceral metastases (yes vs no)
spinal metastasis 57%(82/144) e Preoperative Frankel Score (A-B vs C
vs D-E)
e ER status (ER [+] vs ER [-])
Zadnik 2014 43 Surgery Postoperative survival for e median e Postoperative adjuvant therapy (none
et al*’ spine metastasis survival:26.8 vs single therapy vs dual therapy)
months
e l-year survival
rate: 66%
e S-year survival
rate: 4%
Walcott 2011 15 Surgery Postoperative survival for e median e Change in ambulatory status (deficit
et al* spine metastasis survival:1025 with no improvement vs normal or
days deficit improvement)
e Surgical complication (presence vs
absence)
Wang 2014 151 Surgery Postoperative survival for e Median e ER status (ER [+] vs ER [-])
et al*! spine metastasis survival: 21.2 e PR status (PR [+] vs PR [—]
months e HR status (HR [+] vs HR [-])
Rades 2015 218 RT Survival after e 6-month Visceral metastasis (yes vs no)
et al*? radiotherapy for spinal survival rate : Ambulatory status before
metastases 69% radiotherapy (ambulatory patients vs
e 12-month patients who were not ambulatory)

survival rate:
55%

Number of involved vertebrae (1-3 vs
>4)

(continued)
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Table 1. (continued).

Studies and Patients Survival measured
authors Year (n) Treatment (dependent variable) Survival data Significant prognostic variables
Rades 2013 518 RT Survival after e 6-month e Number of vertebrae involved (1-2 vs
et al*¢ radiotherapy for spinal survival rate : > 3)
metastases 74% e Ambulatory before radiotherapy
e 12-month (ambulatory patients vs patients who
survival rate: were not ambulatory)
62% e Number of extraspinal bone
metastases (1-2 vs >=3)
e Visceral metastasis (yes vs no)
Weber 2014 145 RT Survival after e 6-month e Ambulatory before radiotherapy
et al* radiotherapy for spinal survival rate : (ambulatory patients vs patients who
metastases 73% were not ambulatory)
e 12-month e Number of involved extraspinal
survival rate: organs (0 vs 1 vs 2 vs >3)
63%
Rades 2018 159 RT Survival after e 6-month e Ambulatory before radiotherapy
et al*’ radiotherapy for spinal survival rate: (ambulatory patients vs patients who
metastases 94% were not ambulatory)
e 12-month
survival rate:
81%
e 18-month
survival rate:
80%
e 24-month
survival rate:
67%
Rades 2012 504 RT Survival after e 12-month e Number of involved vertebrae (1-2
et al* radiotherapy for spinal survival rate: vs >3)
metastases 61% e Ambulatory before radiotherapy
e 24-month (ambulatory patients vs patients who
survival rate: were not ambulatory)
46% e Number of extraspinal bone
metastases (0 vs >=1)
e Visceral metastases (0 vs >=1)
Rades 2005 335 RT Survival after e Median e Ambulatory before radiotherapy
et al*® radiotherapy for spinal survival: 20 (ambulatory patients vs patients who
metastases months were not ambulatory)
Tanetal® 2017 185 Heterogeneous Survival after diagnosis e Median e ER status (ER [+) vs ER [-])
of spinal metastases survival: 24 e HER?2 status (HER2 [ +] vs HER2[-])
months e HR status (HR [+] vs HR [-])
e 6-month e Nontriple negative breast cancer
survival rate: (nontriple-negative breast cancer vs
90% triple-negative breast cancer)
2014 111 Heterogeneous Survival from the start of e Median e Nontriple negative breast cancer

(continued)
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Table 1. (continued).

Studies and Patients Survival measured
authors Year (n) Treatment (dependent variable) Survival data Significant prognostic variables
Bollen treatment for spinal survival:18 (nontriple-negative breast cancer vs
et al*? metastasis months triple-negative breast cancer)
Amelot 2019 123 Heterogeneous Survival from the Spinal e Median e Age (<60 years vs 60-75 years > 75
et al*® metastasis event survival: 43.9 years)
months e Frankel score (A vs Bvs C vs D vs E)

Nontriple negative breast cancer
(nontriple-negative breast cancer vs
triple-negative breast cancer)

Abbreviations: ECOG, Eastern Cooperative Oncology Group; ER, estrogen receptor; HER2, human epidermal growth factor receptor; HR, hormone receptor; PR,

progesterone receptor; RT, radiotherapy; BCSM, breast cancer spine metastases.

score of “3.” In this cohort, Wang et al*! the median survival of
ER (—) patients was also more than 8 months and less than 12
months. Therefore, it should be given a score of 3, and for the
Tomita score, patients with ER (=) should be classified as the
moderate growth group.

PR Status. In general, PR expression has been considered a sur-
rogate marker for ER.>> Wang et al*' reported in their clinical
work that PR testing is performed as a supplement to ER
status when the ER test result is negative. Several reports
have demonstrated that PR status is not an independent predic-
tor for survival in patients with BCSM.****>-% Sciubba et al*?
reported that the postoperative survival of PR (+) patients is
30 months and of PR (—) patients is 11 months, with no signifi-
cant difference.

The findings of the Wang’s et al*! study contradict the find-
ings of the preceding reports. The median postoperative sur-
vival of PR (+) patients with BCSM was 18.8 months and of
PR (-) patients was 16.6 months. PR (+) was found to be sig-
nificantly associated with improved survival. Tan et al*> sug-
gested that Wang et al*' only adjusted for age and did not
include other important factors in the multivariate analysis,
which could explain this result.

HR Status. As previously stated, PR expression is thought to be
a surrogate marker for ER.>> Thus, patients with ER (+) and/or
PR (+) are usually classified as HR (+).*" Several studies®>*!
have found that HR status was a significant predictor of survival
in patients with mammary cancer spinal metastases. In the study
by Tan et al,*® the median BS in HR (+) patients was 32
months, and the 6-month survival rate was 88. 4%. The
median BS in HR (-) patients was 12 months, and the
6-month survival rate was 76. 3%. HR (4+) was associated
with better survival in patients with metastatic mammary
cancer confined to the spinal column. Tan et al*> demonstrated
in recent studies®®>® that the survival of ER (+) and PR (+)
patients was significantly better than that of patients with ER
(+) and PR (—). This result is explained by a landmark study
by Mohammed et al®® published in Natureby, in which PR

expression downregulates estrogen receptor sensitivity.
Therefore, it may be worthwhile to compare the survival of
ER (+) and PR (+) cohorts with ER (+) and PR (—) cohorts
rather than the current HR (4)/(—) cohorts.

HER2 Status. Among the previously reported clinical series of
patients with breast cancer, HER2 (+) patients account for
20% to 30%.°° In the studies conducted by Tan et al*> and
Zhao et al,’® HER2 (+) status was significantly associated
with greater survival in patients with BCSM. Tan et al®’
reported that HER2 (+) patients had a median BS of 35
months and a 6-month survival rate of 89.8%. Patients with
HER2 (—) status had a median BS of 20 months and a
6-month survival rate of 81.0%.

According to another study by Wang et al,*' HER2 status
was found not to be an independent predictor for the survival
of BCSM. The median postoperative of Her2 (+) patients was
found to be 23.1 months and of Her2 (—) patients was found
to be 21. 3 months.

Triple-Negative Breast Cancer (Basal). The triple-negative breast
cancer subtype refers to ER (—), PR (-), and HER2 (-),
which are highly aggressive, with rapid growth, a high rate of
chemoresistance and tumor recurrence, and a high risk of
distant metastasis.®’ When compared with other HR (+) and
HER2 (+) breast cancer patients, the treatment options for
triple-negative breast cancer patients are limited.®* Patients
with triple-negative mammary cancer spinal metastasis had a
median BS of 11 to 17.4 months.*>*® Patients with triple-
negative mammary cancer spinal metastasis had significantly
worse survival than those with receptor-positive sub-
types.>>34? According to the study conducted by Bollen
et al,*? the median survival times were 23.4 months and 5.5
months in the receptor-positive cohort and triple-negative
breast cancer group, with a significant difference in survival.
The relatively poor survival outcomes of patients with triple-
negative breast cancer suggest that surgeons should distinguish
between them in models evaluating the survival of patients with
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spinal metastases. Surgeons should carefully select the treat-
ment options for these patients.

Karnofsky Performance Scale

The Karnofsky Performance Scale (KPS) is a tool used for
assessing functional status on an 11-point scale ranging from
0 (death) to 100 (normal without any discomfort).> The
system assesses the general health of patients and their ability
to tolerate the side effects of treatment. KPS is not an indepen-
dent predictor of survival in patients with BCSM.**%4° In the
study conducted by Tan et al,*> patients were divided into 3
cohorts according to their KPS score: those with poor KPS
scores, those with medium KPS scores, and those with good
KPS scores. Multivariate regression analysis was carried out,
and patients with a poor KPS score were assigned as the refer-
ence group; results showed no significant difference between
the 3 groups. Tan et al>> reported that 84.3% of patients had
good KPS scores. An imbalance in the proportion of patients
may affect the analytical outcome. In the study by Zadnik
et al,** KPS was not an independent predictor of postoperative
survival, of which the median postoperative survival of patients
with preoperative KPS score of < 70 was 25.9 months, while
that of patients with a preoperative KPS score of > 70 was
27.3 month. Zadnik et al’” suggested that multivariate regres-
sion analysis using 40 or 50 as the cutoff value may be more
helpful in exploring the statistical significance of this factor;
however, the small study sample with poor general conditions
limited the feasibility of this assumption.

Cervical Vertebra Metastasis

Whether cervical spinal metastasis is an independent predictor
of survival in patients with BCSM remains unclear. In the
study conducted by Sciubba et al,> the postoperative survival
of patients with cervical spine surgery was 6.8 months, while
that of patients with noncervical surgery was 25.1 months.
Cervical metastasis is an independent predictor of postoperative
survival in patients with BCSM. Sciubba et al** reported that
this outcome may be due to the following 3 points: First, cervi-
cal and cervicothoracic metastases may occur at the later stages
of breast cancer. However, the OS of patients with mammary
cancer with and without cervical metastases is similar; there-
fore, the BS of patients with cervical metastases is shorter.
Another reason may be the delayed detection of cervical
tumors. In the study by Sciubba et al,*®> the median times
from diagnosis of malignant breast tumors to surgery were 50
months for patients with cervical tumors and 31 months for
patients without cervical tumors. This difference could be due
to the fact that the cervical spinal canal is wider than the tho-
racic spinal canal so that cervical metastatic tumors take a
longer time to grow and cause clinical signs and symptoms;
Furthermore, cervical metastases from breast cancer are
extremely difficult to detect by bone scintigraphy.** Third, it
may be due to the higher complication rate of cervical spine
surgery; however, in the study conducted by Sciubba et al,*

the risk of surgical complications in cervical spine metastasis
patients was similar to that in noncervical spine patients; there-
fore, this cause is less likely.

Several reports have demonstrated that cervical metastasis
was not an independent predictor for patients with BCSM.*® 3
Zadnik et al*® reported, that the median postoperative survival
of breast cancer metastatic spine tumor patients was 6.5
months for patients with lumbar spine surgery, 29.6 months for
patients with cervical spine surgery, 27.3 months for patients
operated on the thoracic spine, with a nonsignificant difference.
The median survival time of patients with the cervical region
was the longest and of patients with the lumbar region was the
shortest.

Visceral Metastasis

The impact of visceral metastases on the survival of patients
with spinal metastases has been identified in the Tokuhashi
et al”'? and Tomita et al'® systems. The incidence of visceral
metastasis in patients with BCSM is 20.8% to 86.5%.%3-37
39.42.43.45.46.98 yisceral metastasis is an independent prognostic
factor for survival in patients with BCSM.>*#34>4648 1y 3 study
by Rades et al,* the 6-month survival rate of patients without
visceral metastasis was 90%, and the 12-month survival rate
without visceral metastases was 82%. Patients with visceral
metastasis had a 6-month survival rate of 43% and a
12-month survival rate of 18%. Visceral metastasis is an inde-
pendent predictor of survival in patients with BCSM.

The lack of a significant effect of visceral metastasis on sur-
vival of BCSM patients in many reported series>*~>° differs
from the Tokuhashi score,”!® Tomita score,'” and other
reports concerning metastatic spinal tumor from varied pathol-
0gy.®>”7° Tan et al’® reported that patients with visceral metas-
tasis were divided into 3 groups: removable visceral metastasis,
unremovable visceral metastasis, and no visceral metastasis,
with the nonsignificant differences between the 3. Tan et al*
estimated that 86.5% of patients in this study had visceral
metastases. The imbalance in the proportion of patients in dif-
ferent groups affected the significance of visceral metastases.

Number of Vertebrae Involved

The number of vertebrae involved is also considered when cal-
culating the Tokuhashi score.”'® Several studies have deter-
mined that the number of involved vertebrae is an
independent predictor of survival in patients with
BCSM.**4345 Rades et al* reported that patients with 1 to 3
involved vertebrae had a 6-month BS rate of 79% and a
12-month BS rate of 66%. Patients with > 4 involved vertebrae
had a 6-month BS rate of 56% and a 12-month BS rate of 40%.
The survival of patients with > 4 involved vertebrae was signif-
icantly worse than that of patients with 1 to 3 involved
vertebrae.

In contrast to the scoring systems used by Tokuhashi et a
and Tomita et al,'” the number of vertebrae is not a significant
factor for survival in patients with breast neoplasm spinal

9,19
1>
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metastasis.>>>36444648 A ccording to the study conducted by
Sciubba et al,*® the median postoperative survival of patients
with one involved vertebra was 22.9 months, that of patients
with 2 involved vertebrae was 17.0 months, and that of patients
with 3 involved vertebraec was 16 months, with no significant
difference between the 3. Sciubba et al*® determined that,
although the number of vertebrae involved may not affect the
patient’s survival, the presence of multiple lesions can deter-
mine the surgical approach and reconstruction.

Extraspinal Bone Metastasis

The incidence of extraspinal bone metastasis in patients with
BCSM is 28% to 93.0%,3%3337:39:43:45:4648 By traspinal bone
metastasis is an independent prognostic factor for survival in
patients with BCSM.*>7#*>*¢ Rades et al*® reported that patients
with extraspinal bone metastases had a 1-year survival rate of
55% and a 2-year survival rate of 39%. Patients without extra-
spinal bone metastases had a 1-year survival rate of 70% and a
2-year survival rate of 57%. Extraspinal bone metastasis is an
independent prognostic factor for survival after RT. Terzi
et al’” reported that the extraspinal bone metastasis of breast
cancer is usually an indication that the tumor has advanced, is
progressing, or is unresponsive to treatment.

Several reports have demonstrated that extraspinal bone
metastasis is not an independent predictor of survival when
using multivariate analysis.*>33%434% Rades et al*® reported
that patients with extraspinal bone metastases had a 2-year post-
radiotherapy survival rate of 36% and a 6-month postradiother-
apy mortality rate of 29%. Patients without extraspinal bone
metastases had a 2-year mortality rate after radiotherapy of
58% and a 6-month mortality rate after radiotherapy of 32%.
Extraspinal bone metastasis is not an independent prognostic
factor for survival after radiotherapy.

Neurological Status

The rapid deterioration of the neurological status may be due to
the rapid growth of aggressive tumors, implying an earlier
death. ** At present, there are 2 more recognized nerve function
classification standards: the Frankel score’' and the ASIA
score. Previous authors have noted that neurological status
may have a significant influence on the survival of patients
with spinal metastasis regardless of the type of primary
tumor.”*"? Several studies have demonstrated that neurological
status is a predictive factor for survival in patients with
BCSM.*>"#77 Rades et al* reported that patients who were
not ambulatory before radiotherapy had a 1-year survival rate
of 28% and a 2-year survival rate of 12%. Patients who were
ambulatory before radiotherapy had a 1-year survival rate of
72% and a 2-year survival rate of 58%. Neurological status
before radiotherapy is an independent predictor for survival
after radiotherapy.

Several studies have demonstrated that neurologic status is
not an independent prognostic factor for survival in patients
with BCSM.*>*353%48 Sciubba et al*® reported that the pre-

operative Frankel grade was not associated with survival differ-
ence (3.1 vs 21.1 vs 21.5 months). Pre-operative neurological
status of patients with spinal metastasis from breast cancer
was found not to be a prognostic factor for postoperative
survival.

Spinal Instability Neoplastic Score

The Spinal Instability Neoplastic Score (SINS) system consists
of 6 items: nature of the lesion (lytic osteoblastic mixed), nature
of the pain, degree of vertebral body collapse, radiographic
spinal alignment, posterolateral involvement of the spinal ele-
ments, and anatomic location of metastases.”* This system
aimed to determine the surgical strategy and does not predict
the survival of patients postoperatively. Therefore, few
studies have explored whether SINS is a survival prognostic
factor for spinal metastasis in breast cancer. In a study that
did not differentiate between primary tumor types that metasta-
sized to the spine, the 6-month postoperative survival rates were
80% in patients with SINS 7% to 12%, and 37% in patients with
SINS 13 to 16. The survival difference of patients in the SINS 7
to 12 group was significantly different from that of the SINS 13
to 16 group.” Only one study included in this review explored
this factor. Zadnik et al*® suggested that the items in the SIN'S
assess the patient’s disability status. Therefore, survival analy-
sis of this factor was used to determine whether spinal instabil-
ity is a prognostic factor for breast cancer metastasis. The
median survival times were 12.7 months for the SINS 13 to
18 group and 28.1 months for the SINS 7 to 12 group, with
no significant difference. The absence of significant differences
was probably due to the small sample size. Although no statis-
tical difference was observed between the 2 groups, the median
survival of the former was only half of the median survival of
the latter.

Prognostic Factors for Functional Outcomes
in Patients With BCSM

With the continuous development of treatment methods, the
survival of patients with BCSM has been extended, and the
treatment of spinal metastasis depends not only on the survival
of the patient, but also on the patient’s RT or postoperative
functional results.'>'® The functional outcomes mainly
include pain status’® and motor function’’®° after treatment.
The dependent variable discussed in this article was motor func-
tion after RT (MFAR).

Age

The predictive value of age in patients with spinal metastasis
whose primary tumor types are not distinguished is limited.”®
Age is not an independent prognostic factor of MFAR in
patients with BCSM (Table 2).*>*7*® The study conducted by
Rades et al*® evaluated the predictive value of age for MFAR
in patients with BCSM. The postoperative walking function
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was divided into 3 categories: (1) improvement of motor func-
tion, (2) absence of changes in motor function, and (3) deterio-
ration of motor function. In patients aged < 60 years, the rate of
motor function improvement after RT was 33%, the rate of con-
sistent motor function after RT was 56%, and the rate of motor
function deterioration after RT was 11%. Moreover, the rate of
motor function improvement after RT in patients aged > 60
years was 29%, the rate of consistent motor function after RT
was 59%, and the rate of motor function deterioration after
RT was 12%. No significant difference was observed in
walking function or numerical values between the 2 groups
after RT, suggesting that the predictive value of age for
walking function in patients with BCSM after RT was also
limited.

Visceral Metastasis

Visceral metastasis is an independent prognostic factor for
MFAR in patients with spinal metastases from multiple
primary tumor types.’® Rades et al*’ determined that the rate
of motor function improvement after RT in patients without vis-
ceral metastases was 38%, the rate of consistent motor function
after RT was 57%, and the rate of motor function deterioration
after RT was 5%. The rate of motor function improvement after
RT in patients with visceral metastasis was 26%, the rate of con-
sistent motor function after RT was 53%, and the rate of motor
function deterioration after RT was 21%. Visceral metastasis is
an independent prognostic factor for MFAR in patients with
BCSM. The presence of visceral metastases indicates an
advanced stage of the disease and indicates that the cancer is
more aggressive and difficult to treat. Rades et al*> determined
that decompression surgery should be performed after RT in
patients with visceral metastasis.

Time of Motor Deficit Development

Time of motor deficit development refers to the time from the
onset of any symptoms to the occurrence of motor defects
before RT.®' A previous study involving 2096 patients with
multiple primary tumor types showed that the development of
motor deficits was an independent prognostic factor for postop-
erative walking function in patients with BCSM.”® Multiple
studies have demonstrated that the time of motor deficit devel-
opment is an independent prognostic factor for MFAR in
patients with BCSM.*>*7*® In a study by Rades et al,*® 335
patients with BCSM were included. When the motor deficits
developed within 1 to 7 days, the rate of movement function
improvement after RT was 10%, the rate of consistent move-
ment function after RT was 57%, and the rate of movement
function deterioration after RT was 33%. When the motor def-
icits developed within 8 to 14 days, the rate of motor function
improvement after RT was 29%, the rate of consistent motor
function after RT was 55%, and the rate of motor function dete-
rioration after RT was 15%. When the motor deficits developed
in > 14 days, the rate of motor function improvement after RT
was 10%, the rate of consistent motor function after RT was

57%, and the rate of motor function deterioration after RT
was 33%. Rades et al*® determined that this result could be
explained by the decreased arterial and venous blood flow
due to tumor growth and compression of vessels adjacent to
the spinal cord.®*® Acute deterioration of motor function
may be due to interruption of arterial circulation and spinal
cord infarction. The gradual development of neurological defi-
cits is thought to be caused by venous congestion. It may also be
due to the slow development of motor defects, indicating weak
invasiveness and slow tumor growth.

ECOG Score

In a previous study on the prognostic factors for MFAR in
patients with spinal metastases from multiple primary tumor
types, multivariate analysis showed that the ECOG score had a
significant effect on walking function after RT.”® However, mul-
tiple studies have shown that the pre-RT ECOG score is not an
independent prognostic factor for MFAR in patients with
BCSM.*#74% A study by Rades et al*® included 504 patients
with BCSM. For patients with an ECOG score of 1 to 2 before
RT, the rate of motor function improvement after RT was
35%, the rate of consistent motor function after RT was 60%,
and the rate of motor function deterioration after RT was 5%.
For patients with an ECOG score of 3 to 4 before RT, the rate
of motor function improvement after RT was 57%, the rate of
consistent motor function after RT was 48%, and the rate of
motor function deterioration after RT was 20%. Although no sig-
nificant difference was observed between the 2 groups, the
walking function of the latter was worse than that of the former.

Ambulatory Status Prior to RT

In a previous study on the prognostic factors for MFAR in patients
with spinal metastases from multiple primary tumor types, multi-
variate analysis showed that the ambulatory status prior to RT had
a significant effect on walking function after RT in patients with
BCSM.”™ Two studies**® have shown that the ambulatory
status before RT was an independent prognostic factor for
motor function after therapy in patients with BCSM. A retrospec-
tive study by Rades et al** evaluated the predictive value of ambu-
latory status prior to RT for MFAR in patients with BCSM. The
rate of motor function improvement after RT in patients in the
nonambulatory group was 40%, the rate of consistent motor func-
tion after RT was 41%, and the rate of motor function deterioration
after RT was 19%. The rate of motor function improvement after
RT in the walking group was 32%, the rate of consistent motor
function after RT was 60%, and the rate of motor function deteri-
oration after RT was 8%. No significant differences were found
between the 2 groups. A study by Dirk included 159 patients
with BCSM. The rates of motor function improvement after RT
were 39% in the nonambulatory group before RT and 40% in
the ambulatory group before RT.*” No significant differences
were found between the 2 groups.

This result can be due to the fact that the dependent variable
in the third study was motor function improvement after RT,
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Table 2. Significant Prognostic Variables for Functional Outcomes in Patients With BCSM.

Functional outcomes

Studies and measured (dependent
authors Year Patients(n) Treatment variable) Functional outcome data  Significant prognostic variables
Rades 2018 159 RT MFAR e Improvement rate of e Time developing motor deficits (1-7
et al*’ MFAR: 30.8% days vs 8-14days vs >14 days)
Rades 2012 504 RT MFAR e Improvement rate of e Ambulatory before radiotherapy
et al* MFAR: 33.9% (ambulatory patients vs patients who
e Unchanged rate of were not ambulatory)
MFAR: 55.8% Visceral metastasis (yes vs no)
e Deterioration rate of Time developing motor deficits (1-7
MFAR: 10.3% days vs 8-14 days vs > 14 days)
Rades 2005 335 RT MFAR e Improvement rate of e Ambulatory before radiotherapy
et al*® MFAR: 31.3% (ambulatory patients vs patients who

e Unchanged rate of
MFAR: 57.3% o

e Deterioration rate of
MFAR: 11.3%

were not ambulatory)
Time developing motor deficits (1-7
days vs 8-14 days vs > 14 days)

Abbreviations: MFAR, motor function after radiotherapy; RT, radiotherapy; BCSM, breast cancer spine metastases.

whereas the dependent variables in the first 2 studies were
motor function improvement after RT, motor function deterio-
ration after RT, and consistent motor function after RT. The
former had a more comprehensive evaluation of motor function
changes after RT, which might explain why the latter did not
achieve statistical significance.

Limitations

Firstly, this article is a literature review without systematic
retrieval, which may lead to literature bias. Another limitation
was that all studies included in this article were retrospective
studies with a low level of evidence. In addition, despite numer-
ous studies on age, HER2 status, KPS, cervical vertebral metas-
tasis, visceral metastasis, number of involved vertebrae,
extraspinal bone metastasis, and neurological status, the
results and conclusions remain inconsistent. We deeply regret
that we fail to find a reasonable explanation. Finally, in this
study, there are too few studies on the prognostic factors for
functional outcomes in patients with BCSM.

Summary and Prospect

In summary, the survival and outcomes of patients with BCSM
are affected by several factors. In this review, the prognostic
factors affecting the survival of patients with BCSM were ER
status (ER [+] patients have a better prognosis compared with
ER [—] patients), HR status (HR [+] patients have a better prog-
nosis compared with HR [—] patients), and triple-negative
breast cancer (nontriple-negative breast cancer has a better

prognosis than triple-negative breast cancer). PR status and
KPS were not independent prognostic factors for survival in
patients with spinal metastases from breast cancer. Despite
numerous studies on age, HER2 status, KPS, cervical vertebral
metastasis, visceral metastasis, number of involved vertebrae,
extraspinal bone metastasis, and neurological status, the
results and conclusions remain inconsistent and require
further verification. For functional outcomes, the prognostic
factors affecting MFAR in patients with BCSM are a time of
motor deficit development (1-7 days vs 7-14 days vs > 14
days), ambulatory status prior to RT (ambulatory patients
have a better prognosis), and visceral metastasis (patients
without visceral metastasis have a better prognosis). Age and
ECOG score were not independent prognostic factors for
MFAR in patients with BCSM. However, studies on the prog-
nostic factors of functional outcomes in patients with BCSM are
limited, and further research is needed.

Acknowledgements

We thank Xiong-gang Yang MD and Hao-ran Zhang MD, for their
encouragement and support during our study.

Declaration of Conflicting Interests

The author(s) declared no potential conflicts of interest with respect to
the research, authorship, and/or publication of this article.

Funding

The author(s) received no financial support for the research, author-
ship, and/or publication of this article.



Qiao et al

ORCID iDs

Hao-Ran Zhang
Yong-cheng Hu

https:/orcid.org/0000-0002-7929-9003
https:/orcid.org/0000-0002-9846-6735

References

1.

10.

11.

12.

13.

14.

Sung H, Ferlay J, Siegel RL, et al. Global cancer statistics 2020:
GLOBOCAN estimates of incidence and mortality worldwide
for 36 cancers in 185 countries. CA Cancer J Clin.
2021;71(3):209-249. doi:10.3322/caac.21660.

Zhang HR, Xu MY, Yang XG, Qiao RQ, Li JK, Hu YC.
Percutaneous vertebral augmentation procedures in the management
of spinal metastases. Cancer Lett. 2020;475:136-142. doi:10.1016/j.
canlet.2020.01.038

Lu X, Kang Y. Organotropism of breast cancer metastasis.
J Mammary Gland Biol Neoplasia. 2007;12(2-3):153-162.
doi:10.1007/s10911-007-9047-3

Jemal A, Siegel R, Ward E, Murray T, Xu J, Thun MJ. Cancer sta-
tistics, 2007. CA Cancer J Clin. 2007;57(1):43-66. doi:10.3322/
canjclin.57.1.43.

Coleman RE. Clinical features of metastatic bone disease and risk of
skeletal morbidity. Clinical Cancer Research: An Official Journal of
the American Association for Cancer Research. 2006;12(20 Pt
2):6243s-6249s. doi:10.1158/1078-0432.Ccr-06-0931.

Asdourian PL, Weidenbaum M, DeWald RL, Hammerberg KW,
Ramsey RG. The pattern of vertebral involvement in metastatic
vertebral breast cancer. Clin Orthop Relat Res. 1990;250:
164-170.

Major PP, Cook RJ, Lipton A, Smith MR, Terpos E, Coleman RE.
Natural history of malignant bone disease in breast cancer and the
use of cumulative mean functions to measure skeletal morbidity.
BMC cancer. 2009;9:272. doi:10.1186/1471-2407-9-272
Briasoulis E, Karavasilis V, Kostadima L, Ignatiadis M,
Fountzilas G, Pavlidis N. Metastatic breast carcinoma confined
to bone: Portrait of a clinical entity. Cancer. 2004;101(7):1524-
1528. doi:10.1002/cncr.20545

Tokuhashi Y, Matsuzaki H, Toriyama S, Kawano H, Ohsaka S.
Scoring system for the preoperative evaluation of metastatic
spine tumor prognosis. Spine. 1990;15(11):1110-1113. doi:10.
1097/00007632-199011010-00005

Tomita K, Kawahara N, Kobayashi T, Yoshida A, Murakami H,
Akamaru T. Surgical strategy for spinal metastases. Spine.
2001;26(3):298-306. doi:10.1097/00007632-200102010-00016
Bauer H, Tomita K, Kawahara N, Abdel-Wanis ME, Murakami H.
Surgical strategy for spinal metastases. Spine. 2002;27(10):1124-
1126. doi:10.1097/00007632-200205150-00027

van der Linden YM, Dijkstra SP, Vonk EJ, Marijnen CA, Leer
JW. Prediction of survival in patients with metastases in the
spinal column: Results based on a randomized trial of radiother-
apy. Cancer. 2005;103(2):320-328. doi:10.1002/cncr.20756
Rades D, Dunst J, Schild SE. The first score predicting overall sur-
vival in patients with metastatic spinal cord compression. Cancer-.
2008;112(1):157-161. doi:10.1002/cncr.23150

Katagiri H, Takahashi M, Wakai K, Sugiura H, Kataoka T,
Nakanishi K. Prognostic factors and a scoring system for patients
with skeletal metastasis. The Journal of Bone and Joint Surgery

15.

16.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

British  Volume. 2005;87(5):698-703. doi:10.1302/0301-620x.
87b5.15185

Laufer I, Rubin DG, Lis E, et al. The NOMS framework: Approach
to the treatment of spinal metastatic tumors. Oncologist.
2013;18(6):744-751. doi:10.1634/theoncologist.2012-0293
Cofano F, Di Perna G, Zenga F, et al. The neurology-stability-epidural
compression assessment: A new score to establish the need for surgery
in spinal metastases. Clin Neurol Neurosurg. 2020;195:105896.
doi:10.1016/j.clineuro.2020.105896

Tokuhashi Y, Kawano H, Ohsaka S, Matsuzaki H, Toriyama S. A
scoring system for preoperative evaluation of the prognosis of
metastatic spine tumor (a preliminary report). Nippon Seikeigeka
Gakkai Zasshi. 1989;63(5):482-489.

Tokuhashi Y, Matsuzaki H, Kawano H, Sano S. The indication of
operative procedure for a metastatic spine tumor: A scoring
system for the preoperative evaluation of the prognosis. Nippon
Seikeigeka Gakkai Zasshi. 1994;68(5):379-389.

Tokuhashi Y, Matsuzaki H, Oda H, Oshima M, Ryu J. A revised
scoring system for preoperative evaluation of metastatic spine
tumor prognosis. Spine. 2005;30(19):2186-2191. doi:10.1097/
01.brs.0000180401.06919.a5

Hernandez-Fernandez A, Vélez R, Lersundi-Artamendi A, Pellisé
F. External validity of the Tokuhashi score in patients with verte-
bral metastasis. J Cancer Res Clin Oncol. 2012;138(9):1493-
1500. doi:10.1007/s00432-012-1222-2

Pointillart V, Vital JM, Salmi R, Diallo A, Quan GM. Survival
prognostic factors and clinical outcomes in patients with spinal
metastases. J Cancer Res Clin Oncol. 2011;137(5):849-856.
doi:10.1007/s00432-010-0946-0

Hessler C, Vettorazzi E, Madert J, Bokemeyer C, Panse J. Actual
and predicted survival time of patients with spinal metastases of
lung cancer: Evaluation of the robustness of the Tokuhashi
score. Spine. 2011;36(12):983-989. doi:10.1097/BRS.0b013e31
81e8f718

Quraishi NA, Manoharan SR, Arealis G, et al. Accuracy of the
revised Tokuhashi score in predicting survival in patients with
metastatic spinal cord compression (MSCC). European Spine
Journal: Official Publication of the European Spine Society, the
European Spinal Deformity Society, and the European Section
of the Cervical Spine Research Society. 2013;22 Suppl 1(Suppl
1):S21-S26. doi:10.1007/s00586-012-2649-5.

Tabouret E, Cauvin C, Fuentes S, et al. Reassessment of scoring
systems and prognostic factors for metastatic spinal cord compres-
sion. The Spine Journal: Official Journal of the North American
Spine Society. 2015;15(5):944-950. doi:10.1016/j.spinee.2013.
06.036

Kawahara N, Tomita K, Murakami H, Demura S. Total en bloc
spondylectomy for spinal tumors: Surgical techniques and
related basic background. Orthop Clin  North Am.
2009;40(1):47-63, vi. doi:10.1016/j.0¢1.2008.09.004.

Bilsky M, Smith M. Surgical approach to epidural spinal cord
compression. Hematol Oncol Clin North Am. 2006;20(6):1307-
1317. doi:10.1016/j.h0c.2006.09.009

Rothrock R, Pennington Z, Ehresman J, et al. Hybrid therapy for
spinal metastases. Neurosurg Clin N Am. 2020;31(2):191-200.
doi:10.1016/j.nec.2019.11.001


https://orcid.org/0000-0002-7929-9003
https://orcid.org/0000-0002-7929-9003
https://orcid.org/0000-0002-9846-6735
https://orcid.org/0000-0002-9846-6735
https://doi.org/10.3322/caac.21660.
https://doi.org/10.1016/j.canlet.2020.01.038
https://doi.org/10.1016/j.canlet.2020.01.038
https://doi.org/10.1007/s10911-007-9047-3
https://doi.org/10.1007/s10911-007-9047-3
https://doi.org/10.1007/s10911-007-9047-3
https://doi.org/10.1007/s10911-007-9047-3
https://doi.org/10.3322/canjclin.57.1.43.
https://doi.org/10.3322/canjclin.57.1.43.
https://doi.org/10.1158/1078&ndash;0432.Ccr-06-0931.
https://doi.org/10.1158/1078&ndash;0432.Ccr-06-0931.
https://doi.org/10.1158/1078&ndash;0432.Ccr-06-0931.
https://doi.org/10.1186/1471-2407-9-272
https://doi.org/10.1186/1471-2407-9-272
https://doi.org/10.1186/1471-2407-9-272
https://doi.org/10.1186/1471-2407-9-272
https://doi.org/10.1002/cncr.20545
https://doi.org/10.1097/00007632-199011010-00005
https://doi.org/10.1097/00007632-199011010-00005
https://doi.org/10.1097/00007632-199011010-00005
https://doi.org/10.1097/00007632-199011010-00005
https://doi.org/10.1097/00007632-200102010-00016
https://doi.org/10.1097/00007632-200102010-00016
https://doi.org/10.1097/00007632-200102010-00016
https://doi.org/10.1097/00007632-200205150-00027
https://doi.org/10.1097/00007632-200205150-00027
https://doi.org/10.1097/00007632-200205150-00027
https://doi.org/10.1002/cncr.20756
https://doi.org/10.1002/cncr.23150
https://doi.org/10.1302/0301-620x.87b5.15185
https://doi.org/10.1302/0301-620x.87b5.15185
https://doi.org/10.1302/0301-620x.87b5.15185
https://doi.org/10.1634/theoncologist.2012-0293
https://doi.org/10.1634/theoncologist.2012-0293
https://doi.org/10.1016/j.clineuro.2020.105896
https://doi.org/10.1097/01.brs.0000180401.06919.a5
https://doi.org/10.1097/01.brs.0000180401.06919.a5
https://doi.org/10.1007/s00432-012-1222-2
https://doi.org/10.1007/s00432-012-1222-2
https://doi.org/10.1007/s00432-012-1222-2
https://doi.org/10.1007/s00432-012-1222-2
https://doi.org/10.1007/s00432-010-0946-0
https://doi.org/10.1007/s00432-010-0946-0
https://doi.org/10.1007/s00432-010-0946-0
https://doi.org/10.1007/s00432-010-0946-0
https://doi.org/10.1097/BRS.0b013e3181e8f7f8
https://doi.org/10.1097/BRS.0b013e3181e8f7f8
https://doi.org/10.1007/s00586-012-2649-5.
https://doi.org/10.1007/s00586-012-2649-5.
https://doi.org/10.1007/s00586-012-2649-5.
https://doi.org/10.1007/s00586-012-2649-5.
https://doi.org/10.1016/j.spinee.2013.06.036
https://doi.org/10.1016/j.spinee.2013.06.036
https://doi.org/10.1016/j.ocl.2008.09.004.
https://doi.org/10.1016/j.hoc.2006.09.009
https://doi.org/10.1016/j.nec.2019.11.001

Technology in Cancer Research & Treatment

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

Bilsky MH, Laufer I, Burch S. Shifting paradigms in the treatment
of metastatic spine disease. Spine. 2009;34(22 Suppl):S101-S107.
doi:10.1097/BRS.0b013e3181bac4b2.

Al-Omair A, Masucci L, Masson-Cote L, et al. Surgical resection
of epidural disease improves local control following postoperative

spine  stereotactic  body radiotherapy. Neuro  Oncol.
2013;15(10):1413-1419. doi:10.1093/neuonc/not101
Barzilai O, Amato MK, McLaughlin L, et al. Hybrid

surgery-radiosurgery therapy for metastatic epidural spinal cord
compression: A prospective evaluation using patient-reported out-
comes. Neurooncol Pract. 2018;5(2):104-113. doi:10.1093/nop/
npx017

Barzilai O, Versteeg AL, Sahgal A, et al. Survival, local control,
and health-related quality of life in patients with oligometastatic
and polymetastatic spinal tumors: A multicenter, international
study. Cancer. 2019;125(5):770-778. doi:10.1002/cncr.31870
Laufer I, lorgulescu JB, Chapman T, et al. Local disease control
for spinal metastases following “separation surgery” and adjuvant
hypofractionated or high-dose single-fraction stereotactic radio-
surgery: Outcome analysis in 186 patients. Journal of
Neurosurgery Spine. 2013;18(3):207-214. doi:10.3171/2012.11.
Spinel2111

Sciubba DM, Gokaslan ZL, Suk I, et al. Positive and negative
prognostic variables for patients undergoing spine surgery for met-
Official
Publication of the European Spine Society, the European Spinal

astatic breast disease. European Spine Journal:
Deformity Society, and the European Section of the Cervical
Spine Research Society. 2007;16(10):1659-1667. doi:10.1007/
s00586-007-0380-4

Zhao C, Zhang Z, Zhong N, et al. Outcomes and prognostic
factors for surgically treated patients with breast cancer spine
metastases. J Bone Oncol. 2018;12:38-43. doi:10.1016/j.jbo.
2018.03.003

Tan KA, Tan JH, Zaw AS, Tan JYH, Hey HWD, Kumar N.
Evaluation of prognostic factors and proposed changes to the
modified Tokuhashi score in patients with spinal metastases
from breast cancer. Spine. 2018;43(7):512-519. doi:10.1097/brs.
0000000000002350

Amelot A, Terrier LM, Cristini J, et al. Survival in breast cancer
patients with spine metastases: Prognostic assessment involving
molecular markers. European Journal of Surgical Oncology:
The Journal of the European Society of Surgical Oncology and
the British Association of Surgical Oncology. 2020;46(6):1021-
1027. doi:10.1016/j.€js0.2019.12.026

Terzi S, Trentin F, Carretta E, et al. Breast cancer spinal metasta-
ses: Prognostic factors affecting survival after surgery. A retro-
spective study. Journal of Clinical Neuroscience: Official
Journal of the Neurosurgical Society
2020;78:73-78. doi:10.1016/j.jocn.2020.06.010
Zhao C, Wang Y, Cai X, et al. Prognostic significance of a novel

of Australasia.

score model based on preoperative indicators in patients with
breast cancer spine metastases (BCSM). Cancer Manag Res.
2020;12:11501-11513. doi:10.2147/cmar.S273785

Zadnik PL, Hwang L, Ju DG, et al. Prolonged survival following
aggressive treatment for metastatic breast cancer in the spine. Clin
Exp Metastasis.2014;31(1):47-55. doi:10.1007/s10585-013-9608-3

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

Walcott BP, Cvetanovich GL, Barnard ZR, Nahed BV, Kahle KT,
Curry WT. Surgical treatment and outcomes of metastatic breast
cancer to the spine. Journal of Clinical Neuroscience: Official
Journal of the Neurosurgical Society of Australasia.
2011;18(10):1336-1339. doi:10.1016/j.jocn.2011.02.020

Wang M, Jensen AB, Morgen S8, et al. Survival analysis of breast
cancer subtypes in patients with spinal metastases. Spine.
2014;39(19):1620-1627. doi:10.1097/brs.0000000000000473
Bollen L, Wibmer C, Wang M, et al. Molecular phenotype is asso-
ciated with survival in breast cancer patients with spinal bone
metastases. Clin Exp Metastasis. 2015;32(1):1-5. doi:10.1007/
$10585-014-9685-y

Rades D, Conde AJ, Garcia R, et al. A new instrument for esti-
mation of survival in elderly patients irradiated for metastatic
spinal cord compression from breast cancer. Rad Oncol
(London. England). 2015;10(173). doi:10.1186/s13014-015-
0483-8

Weber A, Bartscht T, Karstens JH, Schild SE, Rades D. Breast
cancer patients with metastatic spinal cord compression.
Number of extraspinal organs involved by metastases influences
survival. Strahlentherapie und Onkologie: Organ der Deutschen
Rontgengesellschaft [et al]. 2014;190(3):283-286. doi:10.1007/
s00066-013-0473-4

Rades D, Douglas S, Veninga T, et al. Prognostic factors in a
series of 504 breast cancer patients with metastatic spinal cord
compression. Strahlentherapie und Onkologie: Organ der
Deutschen Rontgengesellschaft [et al]. 2012;188(4):340-345.
doi:10.1007/s00066-011-0061-4

Rades D, Douglas S, Schild SE. A validated survival score for
breast cancer patients with metastatic spinal cord compression.
Strahlentherapie und Onkologie Organ der Deutschen
Rontgengesellschaft [et al]. 2013;189(1):41-46. doi:10.1007/
s00066-012-0230-0

Rades D, Panzner A, Janssen S, et al. Outcomes after radiotherapy
alone for metastatic spinal cord compression in patients with oligo-
metastatic breast cancer. Anticancer Res. 2018;38(12):6897-6903.
doi:10.21873/anticanres.13066

Rades D, Veninga T, Stalpers LJ, et al. Prognostic factors predict-
ing functional outcomes, recurrence-free survival, and overall sur-
vival after radiotherapy for metastatic spinal cord compression in
breast cancer patients. Int J Radiat Oncol Biol Phys.
2006;64(1):182-188. doi:10.1016/j.ijrobp.2005.06.036

Coleman RE, Rubens RD. The clinical course of bone metastases
from breast cancer. Br J Cancer. 1987;55(1):61-66. doi:10.1038/
bjc.1987.13

Koenders PG, Beex LV, Langens R, Kloppenborg PW, Smals AG,
Benraad TJ. Steroid hormone receptor activity of primary human
breast cancer and pattern of first metastasis. The breast cancer
study group. Breast Cancer Res Treat. 1991;18(1):27-32.
doi:10.1007/bf01975440

Zhao C, Lou Y, Wang Y, et al. A gene expression signature-based
nomogram model in prediction of breast cancer bone metastases.
Cancer Med. 2019;8(1):200-208. doi:10.1002/cam4.1932
Kawajiri H, Takashima T, Kashiwagi S, Noda S, Onoda N,
Hirakawa K. Pertuzumab in combination with trastuzumab and
docetaxel for HER2-positive metastatic breast cancer. Expert


https://doi.org/10.1097/BRS.0b013e3181bac4b2.
https://doi.org/10.1093/neuonc/not101
https://doi.org/10.1093/nop/npx017
https://doi.org/10.1093/nop/npx017
https://doi.org/10.1002/cncr.31870
https://doi.org/10.3171/2012.11.Spine12111
https://doi.org/10.3171/2012.11.Spine12111
https://doi.org/10.1007/s00586-007-0380-4
https://doi.org/10.1007/s00586-007-0380-4
https://doi.org/10.1007/s00586-007-0380-4
https://doi.org/10.1007/s00586-007-0380-4
https://doi.org/10.1007/s00586-007-0380-4
https://doi.org/10.1016/j.jbo.2018.03.003
https://doi.org/10.1016/j.jbo.2018.03.003
https://doi.org/10.1097/brs.0000000000002350
https://doi.org/10.1097/brs.0000000000002350
https://doi.org/10.1016/j.ejso.2019.12.026
https://doi.org/10.1016/j.jocn.2020.06.010
https://doi.org/10.2147/cmar.S273785
https://doi.org/10.1007/s10585-013-9608-3
https://doi.org/10.1007/s10585-013-9608-3
https://doi.org/10.1007/s10585-013-9608-3
https://doi.org/10.1007/s10585-013-9608-3
https://doi.org/10.1016/j.jocn.2011.02.020
https://doi.org/10.1097/brs.0000000000000473
https://doi.org/10.1007/s10585-014-9685-y
https://doi.org/10.1007/s10585-014-9685-y
https://doi.org/10.1007/s10585-014-9685-y
https://doi.org/10.1007/s10585-014-9685-y
https://doi.org/10.1007/s10585-014-9685-y
https://doi.org/10.1186/s13014-015-0483-8
https://doi.org/10.1186/s13014-015-0483-8
https://doi.org/10.1186/s13014-015-0483-8
https://doi.org/10.1007/s00066-013-0473-4
https://doi.org/10.1007/s00066-013-0473-4
https://doi.org/10.1007/s00066-013-0473-4
https://doi.org/10.1007/s00066-013-0473-4
https://doi.org/10.1007/s00066-013-0473-4
https://doi.org/10.1007/s00066-011-0061-4
https://doi.org/10.1007/s00066-011-0061-4
https://doi.org/10.1007/s00066-011-0061-4
https://doi.org/10.1007/s00066-011-0061-4
https://doi.org/10.1007/s00066-012-0230-0
https://doi.org/10.1007/s00066-012-0230-0
https://doi.org/10.1007/s00066-012-0230-0
https://doi.org/10.1007/s00066-012-0230-0
https://doi.org/10.1007/s00066-012-0230-0
https://doi.org/10.21873/anticanres.13066
https://doi.org/10.1016/j.ijrobp.2005.06.036
https://doi.org/10.1038/bjc.1987.13
https://doi.org/10.1038/bjc.1987.13
https://doi.org/10.1007/bf01975440
https://doi.org/10.1002/cam4.1932

Qiao et al

13

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

Rev Anticancer Ther. 2015;15(1):17-26. doi:10.1586/14737140.
2015.992418

Barthélémy P, Leblanc J, Goldbarg V, Wendling F, Kurtz JE.
Pertuzumab: Development beyond breast cancer. Anticancer
Res. 2014;34(4):1483-1491.

Ide P M, Madureira P, de Vasconscelos A, Pozza DH, de Mello RA.
Targeting HER family in HER2-positive metastatic breast cancer:
Potential  biomarkers and novel targeted therapies.
Pharmacogenomics. 2015;16(3):257-271. doi:10.2217/pgs.14.133
Horwitz KB, McGuire WL. Predicting response to endocrine
therapy in human breast cancer: A hypothesis. Science
(New York, NY). 1975;189(4204):726-727. doi:10.1126/science.
168640.

Bardou VIJ, Arpino G, Elledge RM, Osborne CK, Clark GM.
Progesterone receptor status significantly improves outcome pre-
diction over estrogen receptor status alone for adjuvant endocrine
therapy in two large breast cancer databases. Journal of Clinical
Oncology: Official Journal of the American Society of Clinical
Oncology. 2003;21(10):1973-1979. doi:10.1200/jc0.2003.09.099
Liu S, Chia SK, Mehl E, et al. Progesterone receptor is a signifi-
cant factor associated with clinical outcomes and effect of
adjuvant tamoxifen therapy in breast cancer patients. Breast
Cancer Res Treat. 2010;119(1):53-61. doi:10.1007/s10549-009-
0318-0

Grann VR, Troxel AB, Zojwalla NJ, Jacobson JS, Hershman D,
Neugut Al. Hormone receptor status and survival in a population-
based cohort of patients with breast carcinoma. Cancer.
2005;103(11):2241-2251. doi:10.1002/cner.21030

Mohammed H, Russell IA, Stark R, et al. Progesterone receptor
modulates ERa action in  breast cancer.
2015;523(7560):313-317. doi:10.1038/nature14583.
Tang SS, Gui GP. Biomarkers in the diagnosis of primary and
recurrent breast cancer. Biomark Med. 2012;6(5):567-585.
doi:10.2217/bmm.12.75

Elsawaf Z, Sinn HP. Triple-negative breast cancer: Clinical and
histological correlations. Breast Care (Basel, Switzerland).
2011;6(4):273-278. doi:10.1159/000331643

Yin L, Duan JJ, Bian XW, Yu SC. Triple-negative breast cancer
molecular subtyping and treatment progress. Breast Cancer
Research: BCR.2020;22(1):61. doi:10.1186/s13058-020-01296-5
Karnofsky DA, Burchenal JH. Present status of clinical cancer
chemotherapy. Am J Med. 1950;8(6):767-788. doi:10.1016/
0002-9343(50)90102-1

Petrén-Mallmin M, Andréasson I, Nyman R, Hemmingsson A.
Detection of breast cancer metastases in the cervical spine. Acta
Radiologica (Stockholm, Sweden: 1987). 1993;34(6):543-548.
Barcena A, Lobato RD, Rivas JJ, et al. Spinal metastatic disease:

Nature.

Analysis of factors determining functional prognosis and the
choice of treatment. Neurosurgery. 1984;15(6):820-827.

Bilsky MH, Lis E, Raizer J, Lee H, Boland P. The diagnosis
and treatment of metastatic spinal tumor. Oncologist. 1999;4(6):
459-469.

Chataigner H, Onimus M. Surgery in spinal metastasis without
spinal cord compression: Indications and strategy related to the
risk of recurrence. European Spine Journal: Official Publication
of the European Spine Society, the European Spinal Deformity

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

Society, and the European Section of the Cervical Spine Research
Society. 2000;9(6):523-527. doi:10.1007/s005860000163

Coraddu M, Nurchi GC, Floris F, Meleddu V. Surgical treat-
ment of extradural spinal cord compression due to metastatic
tumours. Acta Neurochir. 1991;111(1-2):18-21. doi:10.1007/
bf01402508

Gokaslan ZL, York JE, Walsh GL, et al. Transthoracic vertebrec-
tomy for metastatic spinal tumors. J Neurosurg. 1998;89(4):599-
609. doi:10.3171/jns.1998.89.4.0599

Hatrick NC, Lucas JD, Timothy AR, Smith MA. The surgical
treatment of metastatic disease of the spine. Radiotherapy and
Oncology: Journal of the European Society for Therapeutic
Radiology and Oncology. 2000;56(3):335-339. doi:10.1016/
s0167-8140(00)00199-7

Frankel HL, Hancock DO, Hyslop G, et al. The value of postural
reduction in the initial management of closed injuries of the spine
with paraplegia and tetraplegia. /. Paraplegia. 1969;7(3):179-192.
doi:10.1038/s¢.1969.30

Choi D, Fox Z, Albert T, et al. Prediction of quality of life and sur-
vival after surgery for symptomatic spinal metastases: A multicen-
ter cohort study to determine suitability for surgical treatment.
Neurosurgery. 2015;77(5):698-708. discussion 708 doi:10.1227/
neu.0000000000000907.

Conway R, Graham J, Kidd J, Levack P. What happens to
people after malignant cord compression? Survival, function,
quality of life, emotional well-being and place of care 1
month after diagnosis. Clinical Oncology (Royal College of
Radiologists (Great Britain)). 2007;19(1):56-62. doi:10.1016/
j-clon.2006.11.010.

Fisher CG, DiPaola CP, Ryken TC, et al. A novel classification
system for spinal instability in neoplastic disease: An evidence-
based approach and expert consensus from the spine oncology
study group. Spine. 2010;35(22):E1221-9. doi:10.1097/BRS.
0b013e3181el6ae2

Masuda K, Ebata K, Yasuhara Y, Enomoto A, Saito T. Outcomes
and prognosis of neurological decompression and stabilization for
spinal metastasis: Is assessment with the spinal instability neoplas-
tic score useful for predicting surgical results? Asian Spine J.
2018;12(5):846-853. doi:10.31616/asj.2018.12.5.846

Gallizia E, Apicella G, Cena T, Di Genesio Pagliuca M, Deantonio
L, Krengli M. The spine instability neoplastic score (SINS) in the
assessment of response to radiotherapy for bone metastases.
Clinical & Translational Oncology: Official Publication of the
Federation of Spanish Oncology Societies and of the National
Cancer Institute of Mexico. 2017;19(11):1382-1387. doi:10.
1007/s12094-017-1705-3

Putz C, Gantz S, Bruckner T, et al. Preoperative scoring and limits
of prognostication: Functional outcome after surgical decompres-
sion in metastatic spinal cord compression.
2014;86(3):177-184. doi:10.1159/000358597
Rades D, Rudat V, Veninga T, et al. A score predicting posttreat-
ment ambulatory status in patients irradiated for metastatic spinal
cord compression. /nt J Radiat Oncol Biol Phys. 2008;72(3):905-
908. doi:10.1016/j.ijrobp.2008.02.018

Chaichana KL, Woodworth GF, Sciubba DM, et al. Predictors of
ambulatory function after decompressive surgery for metastatic

Oncology.


https://doi.org/10.1586/14737140.2015.992418
https://doi.org/10.1586/14737140.2015.992418
https://doi.org/10.2217/pgs.14.133
https://doi.org/10.1126/science.168640.
https://doi.org/10.1126/science.168640.
https://doi.org/10.1200/jco.2003.09.099
https://doi.org/10.1007/s10549-009-0318-0
https://doi.org/10.1007/s10549-009-0318-0
https://doi.org/10.1007/s10549-009-0318-0
https://doi.org/10.1007/s10549-009-0318-0
https://doi.org/10.1002/cncr.21030
https://doi.org/10.1038/nature14583.
https://doi.org/10.2217/bmm.12.75
https://doi.org/10.1159/000331643
https://doi.org/10.1186/s13058-020-01296-5
https://doi.org/10.1186/s13058-020-01296-5
https://doi.org/10.1186/s13058-020-01296-5
https://doi.org/10.1186/s13058-020-01296-5
https://doi.org/10.1016/0002-9343(50)90102-1
https://doi.org/10.1016/0002-9343(50)90102-1
https://doi.org/10.1016/0002-9343(50)90102-1
https://doi.org/10.1016/0002-9343(50)90102-1
https://doi.org/10.1007/s005860000163
https://doi.org/10.1007/bf01402508
https://doi.org/10.1007/bf01402508
https://doi.org/10.3171/jns.1998.89.4.0599
https://doi.org/10.1016/s0167-8140(00)00199-7
https://doi.org/10.1016/s0167-8140(00)00199-7
https://doi.org/10.1016/s0167-8140(00)00199-7
https://doi.org/10.1016/s0167-8140(00)00199-7
https://doi.org/10.1038/sc.1969.30
https://doi.org/10.1227/neu.0000000000000907
https://doi.org/10.1227/neu.0000000000000907
https://doi.org/10.1016/j.clon.2006.11.010.
https://doi.org/10.1016/j.clon.2006.11.010.
https://doi.org/10.1097/BRS.0b013e3181e16ae2
https://doi.org/10.1097/BRS.0b013e3181e16ae2
https://doi.org/10.31616/asj.2018.12.5.846
https://doi.org/10.1007/s12094-017-1705-3
https://doi.org/10.1007/s12094-017-1705-3
https://doi.org/10.1007/s12094-017-1705-3
https://doi.org/10.1007/s12094-017-1705-3
https://doi.org/10.1007/s12094-017-1705-3
https://doi.org/10.1159/000358597
https://doi.org/10.1016/j.ijrobp.2008.02.018

Technology in Cancer Research & Treatment

80.

81.

epidural spinal cord compression. Neurosurgery. 2008;62(3):683-
692. discussion 683-92 doi:10.1227/01.neu.0000317317.33365.15
Park JH, Rhim SC, Jeon SR. Efficacy of decompression and fixa-
tion for metastatic spinal cord compression: Analysis of factors
prognostic for survival and postoperative ambulation. J Korean
Neurosurg Soc. 2011;50(5):434-440. doi:10.3340/jkns.2011.50.
5.434

Rades D, Heidenreich F, Karstens JH. Final results of a prospective
study of the prognostic value of the time to develop motor deficits
before irradiation in metastatic spinal cord compression. /nt J

82.

83.

Radiat Oncol Biol Phys. 2002;53(4):975-979. doi:10.1016/s0360-
3016(02)02819-5

Kato A, Ushio Y, Hayakawa T, Yamada K, Ikeda H, Mogami H.
Circulatory disturbance of the spinal cord with epidural neoplasm
in rats. J Neurosurg. 1985;63(2):260-265. doi:10.3171/jns.1985.
63.2.0260

Manabe S, Tanaka H, Higo Y, Park P, Ohno T, Tateishi A.
Experimental analysis of the spinal cord compressed by spinal
metastasis. Spine. 1989;14(12):1308-1315. doi:10.1097/00007632-
198912000-00007


https://doi.org/10.1227/01.neu.0000317317.33365.15
https://doi.org/10.3340/jkns.2011.50.5.434
https://doi.org/10.3340/jkns.2011.50.5.434
https://doi.org/10.1016/s0360-3016(02)02819-5
https://doi.org/10.1016/s0360-3016(02)02819-5
https://doi.org/10.1016/s0360-3016(02)02819-5
https://doi.org/10.3171/jns.1985.63.2.0260
https://doi.org/10.3171/jns.1985.63.2.0260
https://doi.org/10.1097/00007632-198912000-00007
https://doi.org/10.1097/00007632-198912000-00007

	 Introduction
	 Survival Parameters
	 Prognostic Factors for BS in Patients With BSCM
	 Age
	 Hormone Receptor Status and Human Epidermal Growth Factor Receptor 2 Status
	 ER Status
	 PR Status
	 HR Status
	 HER2 Status
	 Triple-Negative Breast Cancer (Basal)

	 Karnofsky Performance Scale
	 Cervical Vertebra Metastasis
	 Visceral Metastasis
	 Number of Vertebrae Involved
	 Extraspinal Bone Metastasis
	 Neurological Status
	 Spinal Instability Neoplastic Score

	 Prognostic Factors for Functional Outcomes in Patients With BCSM
	 Age
	 Visceral Metastasis
	 Time of Motor Deficit Development
	 ECOG Score
	 Ambulatory Status Prior to RT

	 Limitations
	 Summary and Prospect
	 Acknowledgements
	 References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile ()
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 5
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Average
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Average
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFX1a:2003
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    33.84000
    33.84000
    33.84000
    33.84000
  ]
  /PDFXSetBleedBoxToMediaBox false
  /PDFXBleedBoxToTrimBoxOffset [
    9.00000
    9.00000
    9.00000
    9.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames false
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks true
      /AddColorBars false
      /AddCropMarks true
      /AddPageInfo true
      /AddRegMarks false
      /BleedOffset [
        9
        9
        9
        9
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


