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Abstract: Synovial sarcomas (SS) represent a unique subset of soft tissue sarcomas (STS) and account
for 5–10% of all STS. Synovial sarcoma differs from other STS by the relatively young age at diagnosis
and clinical presentation. Synovial sarcomas have unique genomic characteristics and are driven by a
pathognomonic t(X;18) chromosomal translocation and subsequent formation of the SS18:SSX fusion
oncogenes. Similar to other STS, diagnosis can be obtained from a combination of history, physical
examination, magnetic resonance imaging, biopsy and subsequent pathology, immunohistochemistry
and molecular analysis. Increasing size, age and tumor grade have been demonstrated to be negative
predictive factors for both local disease recurrence and metastasis. Wide surgical excision remains the
standard of care for definitive treatment with adjuvant radiation utilized for larger and deeper lesions.
There remains controversy surrounding the role of chemotherapy in the treatment of SS and there
appears to be survival benefit in certain populations. As the understanding of the molecular and
immunologic characteristics of SS evolve, several potential systematic therapies have been proposed.
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1. Introduction

Synovial sarcoma is a relatively rare malignancy representing a soft tissue sarcoma
(STS) of uncertain differentiation. It accounts for 5–10% of all STS [1–3]. The age-adjusted
incidence is 0.81/1,000,000 in children and 1.42/1,000,000 in adults with approximately
1000 patients diagnosed with synovial sarcoma in the United States each year [4]. Synovial
sarcoma is unique from other STS as it presents at a younger mean age of onset and com-
monly occurs in adolescents and young adults (mean age of 39 years at diagnosis) and af-
fects both sexes equally [5]. Synovial sarcoma is the most common non-rhabdomyosarcoma
STS in children, representing 30% of STS diagnosed in childhood [4,6].

2. Clinical Presentation
2.1. Location

Although many synovial sarcomas originate near articular structures, the name syn-
ovial sarcoma is a misnomer in that these lesions do not originate from intra-articular
synovium, but from primitive mesenchymal cells [7]. Synovial sarcomas most commonly
present as soft tissue masses but cases of primary synovial sarcoma of bone have been
reported [8]. These lesions can occur anywhere in the body, with the majority arising in
the extremities, particularly in the lower extremity in the anatomic structures adjacent
to the knee joint [4,9]. Synovial sarcomas are considered the most common STS of the
foot [6,10,11].
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2.2. Signs and Symptoms

Synovial sarcomas often do not present with the typical STS presentation of a large
and quickly growing painless mass [9]. Instead, the majority of synovial sarcomas are slow
growing and the mean duration of symptoms before diagnosis is approximately 2 years [12].
In comparison to other STS, the duration of symptoms are long and patients may have pain
or joint contractures that precede swelling [13]. Only half of patients have clinical findings
consistent with STS according to the National Institute for Health and Care Excellence
(NICE) guidelines [12,13]. Given the insidious onset, younger age at presentation and
atypical presenting symptoms, these patients may be initially clinically misdiagnosed with
benign processes including myositis, synovitis, bursitis or tendonitis.

3. Imaging
3.1. Plain Radiographs

Plain radiographs are not required for diagnosis but are typically performed as part
of the initial workup and can identify adjacent bony remodeling, bone invasion or calcifi-
cation of the soft tissue mass (Figure 1) [14–16]. Typically, synovial sarcoma presents as a
well-defined or lobulated soft tissue mass on plain radiographs. Punctate calcifications,
particularly around the periphery of the lesion, are visualized in one third of patients [17].
Occasionally, more extensive calcification can be visualized and can mimic bone forming
tumors including osteosarcoma and myositis ossificans [17].
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Figure 1. AP (A) and lateral (B) radiographs of the right (R) knee and lower leg in a 31-year-old male
demonstrate coarse calcifications within the soft tissues adjacent to the posteromedial tibial plateau,
corresponding to a biopsy proven synovial sarcoma. No significant articular abnormality. Adjacent
bony structures appear unremarkable.

3.2. Cross-Sectional Imaging

Similar to other STS, magnetic resonance imaging (MRI) with and without contrast
is the gold standard for diagnostic imaging for synovial sarcoma (Figure 2) [17]. MRI
defines the local extent of the soft tissue mass and surrounding edema and provides
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excellent visualization of the mass with respect to the surrounding anatomy, which is
critical for preoperative planning. The utilization of gadolinium contrast can differentiate
between hemorrhagic or necrotic areas and areas of solid viable tumor. As with most STS,
synovial sarcomas are typically heterogenous with low intensity on T1 and high intensity
on T2-weighted images with post-gadolinium enhancement [17].
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Figure 2. Sagittal MR images in the same patient demonstrate a periarticular soft tissue mass situated posteromedial to the
proximal tibia, in close relation to the pes anserine tendons. The mass demonstrates intermediate signal on T1 weighted
images (A), and heterogeneously high signal on T2 weighted fat-saturated images (B). T1 weighted fat-saturated after
gadolinium administration (C), demonstrates heterogeneously avid enhancement. Known areas of calcification are low
signal on all sequences (arrow).

Although synovial sarcomas generally present as a non-specific heterogenous mass,
there are some unique features, which can aid in differentiation from other STS. Synovial
sarcomas predominately present as well-defined, heterogeneously enhancing solid tumors
that are multilobulated in nature [17]. A triple signal intensity demonstrating areas of
hyperintensity, isointensity and hypointensity indicating the mix of cystic and hemorrhagic
areas, cellular elements and fibrotic areas can be characteristic [17]. Smaller tumors, partic-
ularly those smaller than 5 cm in diameter, often show homogeneous enhancement which
can be mistaken for a benign process [18]. Several findings on MRI have been found to
be predictive of high-grade lesions including the absence of calcifications and presence of
hemorrhage and the triple signal intensity [19].

Computed tomography (CT) with contrast can be utilized when an MRI is contraindi-
cated or unavailable. Synovial sarcoma appears hypointense compared to muscle with
heterogeneity in larger lesions [20]. CT allows for better visualization of soft-tissue calcifi-
cations and local bone reaction [17].

4. Diagnosis and Staging
4.1. Biopsy

A biopsy and pathologic assessment are required to differentiate synovial sarcoma
from other STS subtypes and define the tumor grade. As with all STS, a biopsy should
be performed prior to definitive surgery to avoid inadequate resection and misdiagno-
sis [21]. Options for biopsy include incisional biopsies, core needle biopsies and fine needle
aspirations (FNA).

Historically, open incisional biopsies have been considered the gold standard for
soft tissue lesions as they provide larger volumes of tissue. When compared to CNB and
FNA, IB tend to have higher diagnostic accuracy but this comes with a higher rates of
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complications when compared to percutaneous techniques [22]. Core needle biopsies
retrieve more tissue than FNA and have higher diagnostic accuracy [23]. Fine needle
aspirates are rarely used in STS due to the small quantity of sample material obtained
and a limited ability to assess lesional architecture [22]. Advances in diagnostic imaging
has allowed for image guided percutaneous biopsies which has improved the diagnostic
accuracy of these techniques [24]. Given the lower morbidity and relatively high diagnostic
accuracy of CNB, image guided CNB are the preferred method of biopsy, particularly for
deeper tumors. When open biopsies are performed, the biopsy principles must be observed
to reduce biopsy-related complications [25].

4.2. Staging

Staging investigations are imperative and allow for a better understanding of disease
prognosis and risk of recurrence or metastases. The tumor stage also helps to formulate a
treatment plan by a multidisciplinary sarcoma team. Staging of synovial sarcoma involves
cross-sectional imaging of the affected extremity, systematic staging with a chest CT, and
pathologic assessment. The two most commonly utilized staging systems are the American
Joint Committee on Cancer (AJCC) system and the Enneking staging system [26,27]. The
Enneking staging system has remained largely unchanged since its introduction in 1980
while the AJCC system has evolved significantly and is currently on its Eighth edition. The
Enneking staging system relies on tumor grade, local extent of disease and presence of
metastases. The AJCC staging system is based on anatomical site of primary tumor and
tumor size (pT) tumor grade, nodal involvement (N), and presence of metastases (M) [27].

Synovial sarcomas are malignant and metastasize, most commonly to the lungs with
up to 13% of patients having distant metastases at the time of diagnosis [5]. Historically,
it was thought that synovial sarcoma had a predilection for metastases to lymph nodes,
necessitating the need for further advanced imaging and possible sentinel node biopsy [28].
However, these findings were based on small case series and more recent Surveillance,
Epidemiology and End Results (SEER) database findings suggest that the rates of lymph
node metastases are in line with other STS and do not require additional workup beyond
thorough physical examination [29].

5. Diagnostic and Molecular Pathology
5.1. Pathology

The gross pathology appearance of synovial sarcoma is usually tan or grey and may be
multinodular or multicystic [7]. Most synovial sarcomas are 3–10 cm in diameter. Smaller
lesions (<1 cm) can occur in hands and feet [3,30]. Histologically, synovial sarcoma is a
monomorphic spindle cell sarcoma with variable epithelial differentiation (Figure 3) [3].
It presents as one of three variants: monophasic, biphasic or poorly differentiated. In the
monophasic variant, the tissue is comprised entirely of spindle-cells whereas in biphasic
synovial sarcoma, there are epithelial and spindle-cell components present [7]. In one
third of synovial sarcomas, areas of calcifications and/or ossification can be found. In both
monophasic and biphasic variants, there may be poorly differentiated areas with increased
cellularity, greater nuclear atypia and high mitotic activity (6 mitoses/mm2 >10 mitoses per
1.7 mm2) [3]. Occasionally, the entire tumor shows poorly differentiated morphology. On
immunohistochemistry, diffuse expression of bcl-2 is typically seen. In 60% of cases, these
tumours stain positive for CD99 [3]. Immunohistochemistry also demonstrates strong and
diffuse nuclear staining for the transcriptional corepressor TLE1 found in the large majority
of synovial sarcomas [3]. NY-ESO-1 is also expressed strongly in most synovial sarcomas
and can help differentiate it from other spindle cell neoplasms [31].
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Figure 3. (A) Microscopic images showing biphasic tumor composed of spindle cell (S) and epithelioid (E) component; 
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hybridization (FISH) and reverse transcription polymerase chain reaction (RT-PCR) test-
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synovial sarcomas show monophasic morphology and are significantly more common in 
women. Rare cases are associated with t(X;20) and SS18L1-SSX1 fusion transcript [3]. 
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corepressor TLE1 (×200).

5.2. Molecular Pathology

Synovial sarcoma is characterized by a pathognomonic translocation t(X:18) which
is present in >95% of cases (Figure 4) [32]. This translocation leads to the expression
of different SS18:SSX oncogenic fusion proteins, which drive sarcomagenesis. Subtypes
include SS18:SSX1 and SS18:SSX2 and less commonly SS18:SSX4 [33]. Both fluorescence in
situ hybridization (FISH) and reverse transcription polymerase chain reaction (RT-PCR)
testing have been validated in the diagnosis of this translocation [34]. Almost all SS18-SSX2
synovial sarcomas show monophasic morphology and are significantly more common in
women. Rare cases are associated with t(X;20) and SS18L1-SSX1 fusion transcript [3].
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Figure 4. Molecular study using fluorescence in situ hybridization (FISH) break apart probe confirmed 
a diagnosis of synovial sarcoma detecting the SS18 gene arrangement (split red and green signal) 
(×200). 
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6. Treatment

As with all sarcomas, the treatment plan for synovial sarcoma is individualized to
each patient. Both patient and tumor variables are taken into account in a multidisciplinary
setting to determine the ideal treatment strategy for each patient.

6.1. Surgical Management

The mainstay of treatment for synovial sarcoma remains surgical excision with neg-
ative margins with the addition of radiotherapy and/or chemotherapy based on patient
and tumour characteristics [21]. Historically, patients were often treated with amputation
but advances in adjuvant therapy and cross-sectional imaging have allowed the majority
of patients to be treated with limb-salvage surgery [35].

The goal of limb-salvage surgery in synovial sarcoma is to achieve oncologic control
of the tumour while providing the patient with a functional limb postoperatively. Negative
surgical margins are of upmost importance as they predict both local recurrence and overall
survival [36–38]. While no specific guidelines exist regarding ideal negative margins in
synovial sarcoma, surgical management is similar to that of other STS. For superficial
tumors or small (<5 cm) deep tumors not intimately associated with critical structures, a
wide excision with negative margins (1–2 cm) alone could be considered sufficient [39]. In
tumours that are closely associated with neurovascular structures or bone, the epineurium,
adventitia or periosteum is utilized as the margin to allow for a functional limb postopera-
tively [38,40]. In these cases, very close or microscopically positive margins may occur and
radiotherapy is essential to decrease local recurrence risk [41,42]. Carefully planned micro-
scopically positive margins on a fixed structure (bone, nerve, vessel) have been shown to
not increase the risk for local recurrence in setting of neoadjuvant radiotherapy [42]. Given
the heterogeneity and lack of standardization in the literature, recommendations regarding
margin management must be taken into context of the individual patient. Both tumor and
anatomic factors should be taken into consideration when determining acceptable surgical
margins [43].

Due to its atypical presentation (slow-growing, painful mass), synovial sarcomas have
a high rate of presentation following an unplanned excision, with up to 50% of patients
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presenting after unplanned excision [12,44]. Unplanned excisions of synovial sarcomas
result in high rates of residual disease, particularly for larger and deeper tumors and
increased risk for local recurrence even after re-excision [44,45]. In the case of referral
following unplanned excision, patients should be re-staged, and the original histology
reviewed at a sarcoma referral center. Tumor bed excision should be performed in patients
with residual disease with the goal of complete tumor resection and negative margins [46].
Typically, these resections are extensive in nature given that areas of potential contamination
must be removed, with may necessitate reconstructive procedures [45]. There is a paucity
of data to guide the utilization of radiotherapy in this population; however, radiotherapy
is recommended as it would be in a primary presentation [46].

In select cases, limb-salvage techniques are not recommended and primary amputation
may be required [35]. Amputation is considered in patients with tumour location that
necessitates excision of vital structures which would result in poor limb function [35].
Patients who present following an unplanned excision may require amputation if there is
extensive contamination of vital structures or major joints [35]. Finally, older patients or
those with extensive medical comorbidities may not be able to tolerate a major operation
and amputation can be considered [35].

6.2. Radiation Therapy

Neoadjuvant or adjuvant radiation therapy is recommended for larger tumors (>5 cm),
or in any case where a close margin may be required to preserve a major neurovascular
structure or bone [21]. In large registry database studies, radiotherapy has been shown
to improve local control and may have overall survival benefit in patients with synovial
sarcoma [47–49]. Radiotherapy can be administered pre or postoperatively with differing
protocols. Preoperative radiation is associated with higher wound complication rates
whereas postoperative radiation can case fibrosis and joint stiffness which may lead to
worse long term functional outcomes [50]. Regardless of timing, intensity-modulated radia-
tion therapy (IMRT) is becoming the preferred method of radiation delivery in patients with
STS [21,51]. Intensity-modulated radiation therapy allows for a higher dose of radiation to
more closely contour the tumor, which reduces the volume of radiation to the surrounding
normal tissues. The utilization of preoperative IMRT for STS has been shown to reduce
wound complications and need for reconstructive soft-tissue flaps [52]. Radiation therapy
may be considered in isolation in patients with multiple medical comorbidities or patients
with metastatic disease where the risks of surgery outweigh the potential benefits [53].

6.3. Systemic Therapies

Unlike the majority of STS, synovial sarcoma appears to be more chemosensitive,
although there is still controversy surrounding which subgroups of patients benefit from
systemic therapy [54]. In general, chemotherapy is reserved for patients with high-risk
tumors or advanced disease and is thought to be more effective in younger patients [55,56].

In children and adolescents with intermediate or high-risk tumours (i.e., >5 cm,
nodal involvement, positive margins), adjuvant or neoadjuvant chemotherapy is generally
undertaken with the most common agents being ifosfamide and doxorubicin. In the
absence of available RCTs, prospective multicentred cohort studies have demonstrated
adequate response to chemotherapy [57]. Recent data has demonstrated that pediatric or
adolescent patients with low risk tumors (Grade 2 or Grade 3 < 5 cm) can be successfully
treated with surgical intervention without systemic therapy [39].

The role of chemotherapy in adult patients with synovial sarcoma is less clear. Eilber
et al. (2007) demonstrated that chemotherapy improved distant relapse-free survival in pa-
tients with high-risk synovial sarcoma [54]. Their group also published a synovial sarcoma
specific nomogram that supported survival benefit of ifosfamide-based chemotherapy for
certain adult patient populations [55]. Similarly, pooled data from 15 trials on advanced
STS demonstrated significantly better response to chemotherapy and survival rates when
compared to other STS [56]. Contrary to this, the French Sarcoma Group recently demon-
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strated no overall survival benefit with neoadjuvant or adjuvant chemotherapy in adult
patients with synovial sarcoma [58]. However, this study included patients with low-risk
tumor characteristics in which chemotherapy is unlikely to be of benefit.

Chemotherapy is also considered in metastatic or unresectable disease [56,59]. In
general, anthracycline-based chemotherapy is first line for advanced STS and the addition
of ifosfamide is dependent on the subtype of STS. Ifosfamide has well documented efficacy
in synovial sarcoma in the palliative setting and should be considered in patients who
undergo chemotherapy if the toxicities can be tolerated [59,60]. Spurrell et al. demonstrated
median survival of 22 months in patients with advanced disease treated with a combination
of doxorubicin and ifosfamide which was superior to either agent given in isolation [59].

6.4. Novel Agents

There has been interest in the development of targeted medical therapies in the treat-
ment of synovial sarcoma [61]. New agents including receptor tyrosine kinase inhibitors,
epigenetic modifiers and immunotherapies have been investigated in clinical trials. Thus
far, only pazopanib, a receptor tyrosine kinase inhibitor is approved for clinical use. Pa-
zopanib has been investigated in patients with advanced disease and has demonstrated
improved progression free survival in a Phase III trial [59,62]. There has been recent ad-
vances in cell-based therapies targeting the cancer testis antigen, NY-ESO-1. Early work
examining the utility of adoptive T-cell therapy with autologous T cells that have been
engineered to expressive NY-ESO-1, have been promising in patients with metastatic dis-
ease [63]. However, although several larger agents have demonstrated preclinical success,
clinical trials are needed to determine the role of these novel agents in the treatment of
synovial sarcoma.

7. Prognosis

The current literature suggests the five-year survival rates ranges from 59–75% [4,5,9,62,64].
There has been a trend for improved survival over time with early cohorts from the
1960s quoting a 25–51% five-year survival rate. Local and metastatic relapse of soft-tissue
sarcomas generally occur in the first two years following treatment and thus surveillance
and follow-up is most intensive in this period [65]. However, synovial sarcoma is unique
in this regard in that it tends to recur much later. Krieg et al. (2011) demonstrated that local
recurrence occurred after a mean of 3.6 years (range 0.5–15 years) and metastases occurred
at a mean of 5.7 years (range 0.5–16.3 years) [66].

There are several well documented key prognostic factors including tumor size, grade
and anatomical location, patient age at diagnosis, negative surgical margins and adjuvant
radiotherapy [38,55,64,67–69]. Osseous or neurovascular invasion, adult age, large tumour
size and unplanned excision have been linked to worse prognosis [64,67–70]. The role
of the subtype of oncogene protein is conflicting and does not appear to have a definite
impact on outcomes [32,71–73]. Recent data suggests that histologic subtype appears to be
prognostic, with the biphasic subtype demonstrating the highest survival rates at both five
and ten years [73]. Synovial sarcomas with >20% poorly differentiated areas show more
aggressive behaviour. The best outcomes are seen with tumors with histologic features
<6 mitoses/mm2 and no necrosis [3,74].

Similar to other STS, tumor size and grade has repeatedly been shown to have prog-
nostic value in patients with synovial sarcoma [48,54,67]. In a cohort of 1189 patients,
Naing et al. (2014) demonstrated that size predicted worse overall survival [48]. Tumor
location has been also been demonstrated to be of predictive value, with non-extremity
based synovial sarcomas tending to have worse overall survival [5,75]. However, this may
be in part due to the lack of early symptoms and later stage of presentation.

Although synovial sarcoma has a similar clinical presentation in children and adults,
there is a growing evidence that they have different outcomes, with children having
significantly better survival rates [4,9,39]. Utilizing registry data, Sultan et al. (2009)
demonstrated the five-year survival rate for children and adolescents to be 83% compared
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to 62% in adults [4]. Similarly, Smolle et al. (2019) demonstrated an 89% five-year cancer
specific survival rate in children compared to 75% in adults [9]. Vlenterie et al. (2015)
demonstrated a clear stepwise reduction in survival with age, regardless of tumor site, size
and treatment [68].

8. Conclusions

Synovial sarcomas (SS) represent a unique subset of STS and account for 5–10% of
all STS. Synovial sarcoma differs from other STS by the relatively young age at diagnosis,
anatomic location (peri-articular) and clinical presentation (slow-growing, painful lesions).
Given this unique presentation, it is important for orthopaedic surgeons to recognize
synovial sarcoma and avoid inappropriate interventions. Synovial sarcomas have unique
genomic characteristics and are driven by a pathognomonic t(X;18) chromosomal transloca-
tion and subsequent formation of the SS18:SSX fusion oncogenes. Surgical excision remains
the mainstay of treatment with radiation therapy utilized in high-risk tumors. Chemother-
apy appears to have benefit in high-risk tumors in younger patients but there remains
conflicting data in the adult population. Synovial sarcoma requires longer follow-up due
to its risk of late recurrence.

Author Contributions: Conceptualization, A.M.G., D.W. and M.G.; investigation, A.M.G., S.M., S.P.,
N.P.; resources, S.M., S.P., N.P.; data curation, A.M.G.; writing—original draft preparation, A.M.G.;
writing—review and editing, A.M.G., S.M., S.P., N.P., M.G., D.W.; supervision, M.G. All authors have
read and agreed to the published version of the manuscript.

Funding: No funding was received in the preparation of this manuscript.

Conflicts of Interest: One author (M.G.) declares personal fees from Wright Medical, personal fees
from Amgen, grants from the Canadian Institutes of Health Research, grants from the Canadian
Cancer Society, grants from Hamilton Academic Health Sciences, outside the submitted work. All
other authors have no conflicts to declare.

References
1. Toro, J.R.; Travis, L.B.; Wu, H.J.; Zhu, K.; Fletcher, C.D.M.; Devesa, S.S. Incidence patterns of soft tissue sarcomas, regardless of

primary site, in the surveillance, epidemiology and end results program, 1978–2001: An analysis of 26,758 cases. Int. J. Cancer
2006, 119, 2922–2930. [CrossRef] [PubMed]

2. Mastrangelo, G.; Coindre, J.-M.; Ducimetière, F.; Tos, A.P.D.; Fadda, E.; Blay, J.-Y.; Buja, A.; Fedeli, U.; Cegolon, L.; Frasson, A.;
et al. Incidence of soft tissue sarcoma and beyond. Cancer 2012, 118, 5339–5348. [CrossRef]

3. WHO. Classification of Tumours Editorial. In Soft Tissue and Bone Tumours, 5th ed.; IARC Press: Lyon, France, 2020; ISBN 978-92-
832-4502-5.

4. Sultan, I.; Rodriguez-Galindo, C.; Saab, R.; Yasir, S.; Casanova, M.; Ferrari, A. Comparing children and adults with synovial
sarcoma in the surveillance, epidemiology, and end results program, 1983 to 2005. Cancer 2009, 115, 3537–3547. [CrossRef]

5. Aytekin, M.N.; Öztürk, R.; Amer, K.; Yapar, A. Epidemiology, incidence, and survival of synovial sarcoma subtypes: SEER
database analysis. J. Orthop. Surg. 2020, 28, 2309499020936009. [CrossRef]

6. McGrory, J.E.; Pritchard, D.J.; Arndt, C.A.; Nascimento, A.G.; Remstein, E.D.; Rowland, C.M. Nonrhabdomyosarcoma soft tissue
sarcomas in children: The mayo clinic experience. Clin. Orthop. Relat. Res. 2000, 374, 247–258. [CrossRef] [PubMed]

7. Jo, V.Y.; Fletcher, C.D.M. WHO Classification of soft tissue tumours: An update based on the 2013 (4th) edition. Pathology 2014, 46,
95–104. [CrossRef]

8. Caracciolo, J.T.; Henderson-Jackson, E.; Binitie, O. Synovial sarcoma of bone: Sarcoma typically of soft Tissues presenting as a
primary bone tumor. Radiol. Case Rep. 2018, 14, 204–207. [CrossRef] [PubMed]

9. Smolle, M.A.; Parry, M.; Jeys, L.; Abudu, S.; Grimer, R. Synovial sarcoma: Do children do better? Eur. J. Surg. Oncol. 2019, 45,
254–260. [CrossRef] [PubMed]

10. Deshmukh, R.; Mankin, H.J.; Singer, S. Synovial sarcoma: The importance of size and location for survival. Clin. Orthop. Relat.
Res. 2004, 419, 155–161. [CrossRef]

11. Chaparro, E.C.; Rodriguez, A.M.C.; Soriano, E.L.; González, L.E.; Ollero, A.R.; García, J.A. Synovial Sarcoma: Imaging Findings
and Prognostic Features. Available online: https://epos.myesr.org/poster/esr/ecr2018/C-0322 (accessed on 13 December 2020).

12. Chotel, F.; Unnithan, A.; Chandrasekar, C.R.; Parot, R.; Jeys, L.; Grimer, R.J. Variability in the presentation of synovial sarcoma in
children. J. Bone Jt. Surg. Br. Vol. 2008, 90, 1090–1096. [CrossRef] [PubMed]

http://doi.org/10.1002/ijc.22239
http://www.ncbi.nlm.nih.gov/pubmed/17013893
http://doi.org/10.1002/cncr.27555
http://doi.org/10.1002/cncr.24424
http://doi.org/10.1177/2309499020936009
http://doi.org/10.1097/00003086-200005000-00022
http://www.ncbi.nlm.nih.gov/pubmed/10818984
http://doi.org/10.1097/PAT.0000000000000050
http://doi.org/10.1016/j.radcr.2018.10.026
http://www.ncbi.nlm.nih.gov/pubmed/30425775
http://doi.org/10.1016/j.ejso.2018.07.006
http://www.ncbi.nlm.nih.gov/pubmed/30077520
http://doi.org/10.1097/00003086-200402000-00025
https://epos.myesr.org/poster/esr/ecr2018/C-0322
http://doi.org/10.1302/0301-620X.90B8.19815
http://www.ncbi.nlm.nih.gov/pubmed/18669969


Curr. Oncol. 2021, 28 1918

13. Silva, M.V.C.D.; Barrett, A.; Reid, R. Premonitory Pain Preceding Swelling: A Distinctive Clinical Presentation of Synovial
Sarcoma Which May Prompt Early Detection. Available online: https://www.hindawi.com/journals/sarcoma/2003/620502/
(accessed on 13 December 2020).

14. Bakri, A.; Shinagare, A.B.; Krajewski, K.M.; Howard, S.A.; Jagannathan, J.P.; Hornick, J.L.; Ramaiya, N.H. Synovial sarcoma:
Imaging features of common and uncommon primary sites, metastatic patterns, and treatment response. Am. J. Roentgenol. 2012,
199, W208–W215. [CrossRef] [PubMed]

15. Bixby, S.D.; Hettmer, S.; Taylor, G.A.; Voss, S.D. Synovial sarcoma in children: Imaging features and common benign mimics. Am.
J. Roentgenol. 2010, 195, 1026–1032. [CrossRef] [PubMed]

16. Kao, S.C. Overview of the clinical and imaging features of the most common non-rhabdomyosarcoma soft-tissue sarcomas.
Pediatr. Radiol. 2019, 49, 1524–1533. [CrossRef] [PubMed]

17. O’Sullivan, P.J.; Harris, A.C.; Munk, P.L. Radiological features of synovial cell sarcoma. BJR 2008, 81, 346–356. [CrossRef]
[PubMed]

18. Liang, C.; Mao, H.; Tan, J.; Ji, Y.; Sun, F.; Dou, W.; Wang, H.; Wang, H.; Gao, J. Synovial sarcoma: Magnetic resonance and
computed tomography imaging features and differential diagnostic considerations. Oncol. Lett. 2015, 9, 661–666. [CrossRef]

19. Tateishi, U.; Hasegawa, T.; Beppu, Y.; Satake, M.; Moriyama, N. Synovial sarcoma of the soft tissues: Prognostic significance of
imaging features. J. Comput. Assist. Tomogr. 2004, 28, 140–148. [CrossRef]

20. Baheti, A.D.; Tirumani, S.H.; Sewatkar, R.; Shinagare, A.B.; Hornick, J.L.; Ramaiya, N.H.; Jagannathan, J.P. Imaging features
of primary and metastatic extremity synovial sarcoma: A single institute experience of 78 patients. BJR 2015, 88, 20140608.
[CrossRef]

21. Von Mehren, M.; Randall, R.L.; Benjamin, R.S.; Boles, S.; Bui, M.M.; Conrad, E.U.; Ganjoo, K.N.; George, S.; Gonzalez, R.J.; Heslin,
M.J.; et al. Soft tissue sarcoma, version 2.2016, NCCN clinical practice guidelines in oncology. J. Natl. Compr. Cancer Netw. 2016,
14, 758–786. [CrossRef]

22. Kasraeian, S.; Allison, D.C.; Ahlmann, E.R.; Fedenko, A.N.; Menendez, L.R. A comparison of fine-needle aspiration, core biopsy,
and surgical biopsy in the diagnosis of extremity soft tissue masses. Clin. Orthop. Relat. Res. 2010, 468, 2992–3002. [CrossRef]

23. Yang, Y.J.; Damron, T.A. Comparison of needle core biopsy and fine-needle aspiration for diagnostic accuracy in musculoskeletal
lesions. Arch. Pathol. Lab. Med. 2004, 128, 759–764. [CrossRef]

24. Narvani, A.A.; Tsiridis, E.; Saifuddin, A.; Briggs, T.; Cannon, S. Does image guidance improve accuracy of core needle biopsy in
diagnosis of soft tissue tumours? Acta Orthop. Belg. 2009, 75, 239.

25. Mankin, H.J.; Mankin, C.J.; Simon, M.A. The hazards of the biopsy, revisited. For the members of the musculoskeletal tumor
society. JBJS 1996, 78, 656–663. [CrossRef]

26. Enneking, W.F. A system of staging musculoskeletal neoplasms. Instr. Course Lect. 1988, 37, 3. [CrossRef] [PubMed]
27. Amin, M.B.; Edge, S.B. AJCC Cancer Staging Manual; Springer: Amsterdan, The Netherelands, 2017.
28. Maduekwe, U.N.; Hornicek, F.J.; Springfield, D.S.; Raskin, K.A.; Harmon, D.C.; Choy, E.; Rosenberg, A.E.; Nielsen, G.P.; DeLaney,

T.F.; Chen, Y.-L. Role of sentinel lymph node biopsy in the staging of synovial, epithelioid, and clear cell sarcomas. Ann. Surg.
Oncol. 2009, 16, 1356. [CrossRef] [PubMed]

29. Jacobs, A.J.; Morris, C.D.; Levin, A.S. Synovial sarcoma is not associated with a higher risk of lymph node metastasis compared
with other soft tissue sarcomas. Clin. Orthop. Relat. Res. 2018, 476, 589–598. [CrossRef]

30. Michal, M.; Fanburg-Smith, J.C.; Lasota, J.; Fetsch, J.F.; Lichy, J.; Miettinen, M. Minute synovial sarcomas of the hands and feet: A
clinicopathologic study of 21 tumors less than 1 cm. Am. J. Surg. Pathol. 2006, 30, 721–726. [CrossRef] [PubMed]

31. Lai, J.-P.; Robbins, P.F.; Raffeld, M.; Aung, P.P.; Tsokos, M.; Rosenberg, S.A.; Miettinen, M.M.; Lee, C.-C.R. NY-ESO-1 expression in
synovial sarcoma and other mesenchymal tumors: Significance for NY-ESO-1-based targeted therapy and differential diagnosis.
Mod. Pathol. 2012, 25, 854–858. [CrossRef]

32. Stegmaier, S.; Leuschner, I.; Poremba, C.; Ladenstein, R.; Kazanowska, B.; Ljungman, G.; Scheer, M.; Blank, B.; Bielack, S.;
Klingebiel, T.; et al. The prognostic impact of SYT-SSX fusion type and histological grade in pediatric patients with synovial
sarcoma treated according to the CWS (cooperative weichteilsarkom studie) trials. Pediatric Blood Cancer 2017, 64, 89–95. [CrossRef]

33. Santos, N.R.D.; Bruijn, D.R.H.D.; Van Kessel, A.G. Molecular mechanisms underlying human synovial sarcoma development.
Genes Chromosomes Cancer 2001, 30, 1–14. [CrossRef]

34. Amary, M.F.C.; Berisha, F.; Bernardi, F.D.C.; Herbert, A.; James, M.; Reis-Filho, J.S.; Fisher, C.; Nicholson, A.G.; Tirabosco, R.; Diss,
T.C.; et al. Detection of SS18-SSX fusion transcripts in formalin-fixed paraffin-embedded neoplasms: Analysis of conventional
RT-PCR, QRT-PCR and dual color FISH as diagnostic tools for synovial sarcoma. Mod. Pathol. 2007, 20, 482–496. [CrossRef]

35. Ghert, M.A.; Abudu, A.; Driver, N.; Davis, A.M.; Griffin, A.M.; Pearce, D.; White, L.; O’Sullivan, B.; Catton, C.N.; Bell, R.S.; et al.
The indications for and the prognostic significance of amputation as the primary surgical procedure for localized soft tissue
sarcoma of the extremity. Ann. Surg. Oncol. 2005, 12, 10–17. [CrossRef]

36. Biau, D.J.; Ferguson, P.C.; Chung, P.; Griffin, A.M.; Catton, C.N.; O’Sullivan, B.; Wunder, J.S. Local recurrence of localized soft
tissue sarcoma: A new look at old predictors. Cancer 2012, 118, 5867–5877. [CrossRef]

37. Bilgeri, A.; Klein, A.; Lindner, L.H.; Nachbichler, S.; Knösel, T.; Birkenmaier, C.; Jansson, V.; Baur-Melnyk, A.; Dürr, H.R. The
effect of resection margin on local recurrence and survival in high grade soft tissue sarcoma of the extremities: How far is far
enough? Cancers 2020, 12, 2560. [CrossRef] [PubMed]

https://www.hindawi.com/journals/sarcoma/2003/620502/
http://doi.org/10.2214/AJR.11.8039
http://www.ncbi.nlm.nih.gov/pubmed/22826423
http://doi.org/10.2214/AJR.10.4348
http://www.ncbi.nlm.nih.gov/pubmed/20858835
http://doi.org/10.1007/s00247-019-04427-z
http://www.ncbi.nlm.nih.gov/pubmed/31620852
http://doi.org/10.1259/bjr/28335824
http://www.ncbi.nlm.nih.gov/pubmed/18250123
http://doi.org/10.3892/ol.2014.2774
http://doi.org/10.1097/00004728-200401000-00024
http://doi.org/10.1259/bjr.20140608
http://doi.org/10.6004/jnccn.2016.0078
http://doi.org/10.1007/s11999-010-1401-x
http://doi.org/10.5858/2004-128-759-CONCBA
http://doi.org/10.2106/00004623-199605000-00004
http://doi.org/10.1097/00003086-198603000-00003
http://www.ncbi.nlm.nih.gov/pubmed/3047253
http://doi.org/10.1245/s10434-009-0393-9
http://www.ncbi.nlm.nih.gov/pubmed/19259743
http://doi.org/10.1007/s11999.0000000000000057
http://doi.org/10.1097/00000478-200606000-00007
http://www.ncbi.nlm.nih.gov/pubmed/16723849
http://doi.org/10.1038/modpathol.2012.31
http://doi.org/10.1002/pbc.26206
http://doi.org/10.1002/1098-2264(2000)9999:9999&lt;::AID-GCC1056&gt;3.0.CO;2-G
http://doi.org/10.1038/modpathol.3800761
http://doi.org/10.1007/s10434-004-1171-3
http://doi.org/10.1002/cncr.27639
http://doi.org/10.3390/cancers12092560
http://www.ncbi.nlm.nih.gov/pubmed/32911853


Curr. Oncol. 2021, 28 1919

38. Guadagnolo, B.A.; Zagars, G.K.; Ballo, M.T.; Patel, S.R.; Lewis, V.O.; Pisters, P.W.T.; Benjamin, R.S.; Pollock, R.E. Long-term
outcomes for synovial sarcoma treated with conservation surgery and radiotherapy. Int. J. Radiat. Oncol. Biol. Phys. 2007, 69,
1173–1180. [CrossRef] [PubMed]

39. Ferrari, A.; Chi, Y.-Y.; Salvo, G.L.D.; Orbach, D.; Brennan, B.; Randall, R.L.; McCarville, M.B.; Black, J.O.; Alaggio, R.; Hawkins,
D.S.; et al. Surgery alone is sufficient therapy for children and adolescents with low-risk synovial sarcoma: A joint analysis
from the European paediatric soft tissue sarcoma study group and the children’s oncology group. Eur. J. Cancer 2017, 78, 1–6.
[CrossRef] [PubMed]

40. Kawaguchi, N.; Ahmed, A.R.; Matsumoto, S.; Manabe, J.; Matsushita, Y. The concept of curative margin in surgery for bone and
soft tissue sarcoma. Clin. Orthop. Relat. Res. 2004, 419, 165–172. [CrossRef] [PubMed]

41. Gundle, K.R.; Gupta, S.; Kafchinski, L.; Griffin, A.M.; Kandel, R.A.; Dickson, B.C.; Chung, P.W.; Catton, C.N.; O’Sullivan, B.;
Ferguson, P.C.; et al. An analysis of tumor- and surgery-related factors that contribute to inadvertent positive margins following
soft tissue sarcoma resection. Ann. Surg. Oncol. 2017, 24, 2137–2144. [CrossRef] [PubMed]

42. O’Donnell, P.W.; Griffin, A.M.; Eward, W.C.; Sternheim, A.; Catton, C.N.; Chung, P.W.; O’Sullivan, B.; Ferguson, P.C.; Wunder, J.S.
The effect of the setting of a positive surgical margin in soft tissue sarcoma. Cancer 2014, 120, 2866–2875. [CrossRef] [PubMed]

43. Sambri, A.; Caldari, E.; Fiore, M.; Zucchini, R.; Giannini, C.; Pirini, M.G.; Spinnato, P.; Cappelli, A.; Donati, D.M.; Paolis, M.D.
Margin assessment in soft tissue sarcomas: Review of the literature. Cancers 2021, 13, 1687. [CrossRef]

44. Chandrasekar, C.R.; Wafa, H.; Grimer, R.J.; Carter, S.R.; Tillman, R.M.; Abudu, A. The effect of an unplanned excision of a
soft-tissue sarcoma on prognosis. J. Bone Jt. Surg. Br. Vol. 2008, 90, 203–208. [CrossRef]

45. Potter, B.K.; Adams, S.C.; Pitcher, J.D.; Temple, H.T. Local recurrence of disease after unplanned excisions of high-grade soft
tissue sarcomas. Clin. Orthop. Relat. Res. 2008, 466, 3093–3100. [CrossRef] [PubMed]

46. Pretell-Mazzini, J.; Barton, M.D.J.; Conway, S.A.; Temple, H.T. Unplanned excision of soft-tissue sarcomas: Current concepts for
management and prognosis. JBJS 2015, 97, 597–603. [CrossRef]

47. Gingrich, A.A.; Marrufo, A.S.; Liu, Y.; Li, C.-S.; Darrow, M.A.; Monjazeb, A.M.; Thorpe, S.W.; Canter, R.J. Radiotherapy is
associated with improved survival in patients with synovial sarcoma undergoing surgery: A national cancer database analysis. J.
Surg. Res. 2020, 255, 378–387. [CrossRef]

48. Naing, K.W.; Monjazeb, A.M.; Li, C.-S.; Lee, L.-Y.; Yang, A.; Borys, D.; Canter, R.J. Perioperative radiotherapy is associated with
improved survival among patients with synovial sarcoma: A SEER analysis. J. Surg. Oncol. 2015, 111, 158–164. [CrossRef]
[PubMed]

49. Song, S.; Park, J.; Kim, H.J.; Kim, I.H.; Han, I.; Kim, H.-S.; Kim, S. Effects of adjuvant radiotherapy in patients with synovial
sarcoma. Am. J. Clin. Oncol. 2017, 40, 306–311. [CrossRef] [PubMed]

50. Davis, A.M.; O’Sullivan, B.; Turcotte, R.; Bell, R.; Catton, C.; Chabot, P.; Wunder, J.; Hammond, A.; Benk, V.; Kandel, R.; et al. Late
radiation morbidity following randomization to preoperative versus postoperative radiotherapy in extremity soft tissue sarcoma.
Radiother. Oncol. 2005, 75, 48–53. [CrossRef]

51. Wang, J.; Song, Y.; Liu, X.; Jin, J.; Wang, W.; Yu, Z.; Liu, Y.; Li, N.; Fang, H.; Ren, H.; et al. Comparison of outcome and toxicity of
postoperative intensity-modulated radiation therapy with two-dimensional radiotherapy in patients with soft tissue sarcoma of
extremities and trunk. Cancer Med. 2019, 8, 902–909. [CrossRef]

52. O’Sullivan, B.; Griffin, A.M.; Dickie, C.I.; Sharpe, M.B.; Chung, P.W.M.; Catton, C.N.; Ferguson, P.C.; Wunder, J.S.; Deheshi, B.M.;
White, L.M.; et al. Phase 2 study of preoperative image-guided intensity-modulated radiation therapy to reduce wound and
combined modality morbidities in lower extremity soft tissue sarcoma. Cancer 2013, 119, 1878–1884. [CrossRef]

53. Ramu, E.M.; Houdek, M.T.; Isaac, C.E.; Dickie, C.I.; Ferguson, P.C.; Wunder, J.S. Management of soft-tissue sarcomas; Treatment
strategies, staging, and outcomes. Sicot-j 2017, 3, 20. [CrossRef]

54. Eilber, F.C.; Brennan, M.F.; Eilber, F.R.; Eckardt, J.J.; Grobmyer, S.R.; Riedel, E.; Forscher, C.; Maki, R.G.; Singer, S. Chemotherapy
is associated with improved survival in adult patients with primary extremity synovial sarcoma. Ann. Surg. 2007, 246, 105–113.
[CrossRef] [PubMed]

55. Canter, R.J.; Qin, L.-X.; Maki, R.G.; Brennan, M.F.; Ladanyi, M.; Singer, S. A synovial sarcoma-specific preoperative nomogram
supports a survival benefit to ifosfamide-based chemotherapy and improves risk stratification for patients. Clin. Cancer Res. 2008,
14, 8191–8197. [CrossRef] [PubMed]

56. Vlenterie, M.; Litière, S.; Rizzo, E.; Marréaud, S.; Judson, I.; Gelderblom, H.; Cesne, A.L.; Wardelmann, E.; Messiou, C.; Gronchi,
A.; et al. Outcome of chemotherapy in advanced synovial sarcoma patients: Review of 15 clinical trials from the european
organisation for research and treatment of cancer soft tissue and bone sarcoma group; Setting a new landmark for studies in this
entity. Eur. J. Cancer 2016, 58, 62–72. [CrossRef] [PubMed]

57. Ferrari, A.; Salvo, G.L.D.; Brennan, B.; Van Noesel, M.M.; Paoli, A.D.; Casanova, M.; Francotte, N.; Kelsey, A.; Alaggio, R.; Oberlin,
O.; et al. Synovial sarcoma in children and adolescents: The european pediatric soft tissue sarcoma study group prospective trial
(EpSSG NRSTS 2005). Ann. Oncol. 2015, 26, 567–572. [CrossRef]

58. Italiano, A.; Penel, N.; Robin, Y.-M.; Bui, B.; Cesne, A.L.; Piperno-Neumann, S.; Tubiana-Hulin, M.; Bompas, E.; Chevreau, C.;
Isambert, N.; et al. Neo/adjuvant chemotherapy does not improve outcome in resected primary synovial sarcoma: A study of the
french sarcoma group. Ann. Oncol. 2009, 20, 425–430. [CrossRef] [PubMed]

59. Spurrell, E.L.; Fisher, C.; Thomas, J.M.; Judson, I.R. Prognostic Factors in Advanced Synovial Sarcoma: An Analysis of 104
Patients Treated at the Royal Marsden Hospital. Ann. Oncol. 2005, 16, 437–444. [CrossRef]

http://doi.org/10.1016/j.ijrobp.2007.04.056
http://www.ncbi.nlm.nih.gov/pubmed/17689031
http://doi.org/10.1016/j.ejca.2017.03.003
http://www.ncbi.nlm.nih.gov/pubmed/28391003
http://doi.org/10.1097/00003086-200402000-00027
http://www.ncbi.nlm.nih.gov/pubmed/15021149
http://doi.org/10.1245/s10434-017-5848-9
http://www.ncbi.nlm.nih.gov/pubmed/28349339
http://doi.org/10.1002/cncr.28793
http://www.ncbi.nlm.nih.gov/pubmed/24894656
http://doi.org/10.3390/cancers13071687
http://doi.org/10.1302/0301-620X.90B2.19760
http://doi.org/10.1007/s11999-008-0529-4
http://www.ncbi.nlm.nih.gov/pubmed/18818981
http://doi.org/10.2106/JBJS.N.00649
http://doi.org/10.1016/j.jss.2020.05.075
http://doi.org/10.1002/jso.23780
http://www.ncbi.nlm.nih.gov/pubmed/25176165
http://doi.org/10.1097/COC.0000000000000148
http://www.ncbi.nlm.nih.gov/pubmed/25350464
http://doi.org/10.1016/j.radonc.2004.12.020
http://doi.org/10.1002/cam4.1919
http://doi.org/10.1002/cncr.27951
http://doi.org/10.1051/sicotj/2017010
http://doi.org/10.1097/01.sla.0000262787.88639.2b
http://www.ncbi.nlm.nih.gov/pubmed/17592298
http://doi.org/10.1158/1078-0432.CCR-08-0843
http://www.ncbi.nlm.nih.gov/pubmed/19088035
http://doi.org/10.1016/j.ejca.2016.02.002
http://www.ncbi.nlm.nih.gov/pubmed/26968015
http://doi.org/10.1093/annonc/mdu562
http://doi.org/10.1093/annonc/mdn678
http://www.ncbi.nlm.nih.gov/pubmed/19088169
http://doi.org/10.1093/annonc/mdi082


Curr. Oncol. 2021, 28 1920

60. Sleijfer, S.; Ouali, M.; Van Glabbeke, M.; Krarup-Hansen, A.; Rodenhuis, S.; Cesne, A.L.; Hogendoorn, P.C.W.; Verweij, J.; Blay, J.-Y.
Prognostic and predictive factors for outcome to first-line ifosfamide-containing chemotherapy for adult patients with advanced
soft tissue sarcomas: An exploratory, retrospective analysis on large series from the European organization for research and
treatment of cancer-soft tissue and bone sarcoma group (EORTC-STBSG). Eur. J. Cancer 2010, 46, 72–83. [CrossRef]

61. Desar, I.M.; Fleuren, E.D.; Van der Graaf, W.T. Systemic treatment for adults with synovial sarcoma. Curr. Treat. Options Oncol.
2018, 19, 1–17. [CrossRef] [PubMed]

62. Trassard, M.; Le Doussal, V.; Hacène, K.; Terrier, P.; Ranchère, D.; Guillou, L.; Fiche, M.; Collin, F.; Vilain, M.-O.; Bertrand, G.
Prognostic Factors in Localized Primary Synovial Sarcoma: A Multicenter Study of 128 Adult Patients. J. Clin. Oncol. 2001, 19,
525–534. [CrossRef]

63. D’Angelo, S.P.; Melchiori, L.; Merchant, M.S.; Bernstein, D.; Glod, J.; Kaplan, R.; Grupp, S.; Tap, W.D.; Chagin, K.; Binder, G.K.
Antitumor activity associated with prolonged persistence of adoptively transferred NY-ESO-1 C259T cells in synovial sarcoma.
Cancer Discov. 2018, 8, 944–957. [CrossRef]

64. Lewis, J.J.; Antonescu, C.R.; Leung, D.H.; Blumberg, D.; Healey, J.H.; Woodruff, J.M.; Brennan, M.F. Synovial sarcoma: A
multivariate analysis of prognostic factors in 112 patients with primary localized tumors of the extremity. J. Clin. Oncol. 2000, 18,
2087–2094. [CrossRef]

65. Wilson, D.A.; Gazendam, A.; Visgauss, J.; Perrin, D.; Griffin, A.M.; Chung, P.W.; Catton, C.N.; Shultz, D.; Ferguson, P.C.; Wunder,
J.S. Designing a rational follow-up schedule for patients with extremity soft tissue sarcoma. Ann. Surg. Oncol. 2020, 27, 1–9.
[CrossRef]

66. Krieg, A.H.; Hefti, F.; Speth, B.M.; Jundt, G.; Guillou, L.; Exner, U.G.; Von Hochstetter, A.R.; Cserhati, M.D.; Fuchs, B.; Mouhsine,
E.; et al. Synovial sarcomas usually metastasize after >5 years: A multicenter retrospective analysis with minimum follow-up of
10 years for survivors. Ann. Oncol. 2011, 22, 458–467. [CrossRef] [PubMed]

67. Ferrari, A.; Gronchi, A.; Casanova, M.; Meazza, C.; Gandola, L.; Collini, P.; Lozza, L.; Bertulli, R.; Olmi, P.; Casali, P.G. Synovial
sarcoma: A retrospective analysis of 271 patients of all ages treated at a single institution. Cancer Interdiscip. Int. J. Am. Cancer Soc.
2004, 101, 627–634. [CrossRef] [PubMed]

68. Vlenterie, M.; Ho, V.K.Y.; Kaal, S.E.J.; Vlenterie, R.; Haas, R.; Van der Graaf, W.T.A. Age as an independent prognostic factor for
survival of localised synovial sarcoma patients. Br. J. Cancer 2015, 113, 1602–1606. [CrossRef]

69. Ferguson, P.C.; Griffin, A.M.; O’Sullivan, B.; Catton, C.N.; Davis, A.M.; Murji, A.; Bell, R.S.; Wunder, J.S. Bone invasion in
extremity soft-tissue sarcoma: Impact on disease outcomes. Cancer 2006, 106, 2692–2700. [CrossRef]

70. Singer, S.; Baldini, E.H.; Demetri, G.D.; Fletcher, J.A.; Corson, J.M. Synovial sarcoma: Prognostic significance of tumor size,
margin of resection, and mitotic activity for survival. JCO 1996, 14, 1201–1208. [CrossRef]

71. Takenaka, S.; Ueda, T.; Naka, N.; Araki, N.; Hashimoto, N.; Myoui, A.; Ozaki, T.; Nakayama, T.; Toguchida, J.; Tanaka, K.
Prognostic implication of SYT-SSX fusion type in synovial sarcoma: A multi-institutional retrospective analysis in Japan. Oncol.
Rep. 2008, 19, 467–476. [CrossRef]

72. Guillou, L.; Benhattar, J.; Bonichon, F.; Gallagher, G.; Terrier, P.; Stauffer, E.; De Saint, A.S.N.; Michels, J.-J.; Jundt, G.; Vince, D.R.
Histologic grade, but not SYT-SSX fusion type, is an important prognostic factor in patients with synovial sarcoma: A multicenter,
retrospective analysis. J. Clin. Oncol. 2004, 22, 4040–4050. [CrossRef]

73. Xiong, L.; Chen, Z.; Zhou, Y.; Li, H.; Xiao, T. The survival and prognosis analysis of synovial sarcoma subtypes: A surveillance,
epidemiology, and end results population-based analysis. Int. Orthop. 2020, 44, 2779–2786. [CrossRef]

74. Van de Rijn, M.; Barr, F.G.; Xiong, Q.-B.; Hedges, M.; Shipley, J.; Fisher, C. Poorly differentiated synovial sarcoma: An analysis of
clinical, pathologic, and molecular genetic features. Am. J. Surg. Pathol. 1999, 23, 106–112. [CrossRef]

75. Ferrari, A.; Bisogno, G.; Alaggio, R.; Cecchetto, G.; Collini, P.; Rosolen, A.; Meazza, C.; Indolfi, P.; Garaventa, A.; De Sio, L.
Synovial sarcoma of children and adolescents: The prognostic role of axial sites. Eur. J. Cancer 2008, 44, 1202–1209. [CrossRef]
[PubMed]

http://doi.org/10.1016/j.ejca.2009.09.022
http://doi.org/10.1007/s11864-018-0525-1
http://www.ncbi.nlm.nih.gov/pubmed/29516254
http://doi.org/10.1200/JCO.2001.19.2.525
http://doi.org/10.1158/2159-8290.CD-17-1417
http://doi.org/10.1200/JCO.2000.18.10.2087
http://doi.org/10.1245/s10434-020-08240-z
http://doi.org/10.1093/annonc/mdq394
http://www.ncbi.nlm.nih.gov/pubmed/20716627
http://doi.org/10.1002/cncr.20386
http://www.ncbi.nlm.nih.gov/pubmed/15274077
http://doi.org/10.1038/bjc.2015.375
http://doi.org/10.1002/cncr.21949
http://doi.org/10.1200/JCO.1996.14.4.1201
http://doi.org/10.3892/or.19.2.467
http://doi.org/10.1200/JCO.2004.11.093
http://doi.org/10.1007/s00264-020-04708-5
http://doi.org/10.1097/00000478-199901000-00012
http://doi.org/10.1016/j.ejca.2008.03.016
http://www.ncbi.nlm.nih.gov/pubmed/18440800

	Introduction 
	Clinical Presentation 
	Location 
	Signs and Symptoms 

	Imaging 
	Plain Radiographs 
	Cross-Sectional Imaging 

	Diagnosis and Staging 
	Biopsy 
	Staging 

	Diagnostic and Molecular Pathology 
	Pathology 
	Molecular Pathology 

	Treatment 
	Surgical Management 
	Radiation Therapy 
	Systemic Therapies 
	Novel Agents 

	Prognosis 
	Conclusions 
	References

