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Abstract

Objectives The revised European Society of Musculoskeletal Radiology (ESSR) consensus guidelines on soft tissue
tumor imaging represent an update of 2015 after technical advancements, further insights into specific entities, and
revised World Health Organization (2020) and AJCC (2017) classifications. This second of three papers covers
algorithms once histology is confirmed: (1) standardized whole-body staging, (2) special algorithms for non-malignant
entities, and (3) multiplicity, genetic tumor syndromes, and pitfalls.

Materials and methods A validated Delphi method based on peer-reviewed literature was used to derive consensus
among a panel of 46 specialized musculoskeletal radiologists from 12 European countries. Statements that had
undergone interdisciplinary revision were scored online by the level of agreement (0 to 10) during two iterative
rounds, that could result in ‘group consensus’, ‘group agreement’, or ‘lack of agreement’.

Results The three sections contain 24 statements with comments. Group consensus was reached in 95.8% and group
agreement in 4.2%. For whole-body staging, pulmonary MDCT should be performed in all high-grade sarcomas.
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Whole-body MRI is preferred for staging bone metastasis, with ['®*FIFDG-PET/CT as an alternative modality in PET-avid
tumors. Patients with alveolar soft part sarcoma, clear cell sarcoma, and angiosarcoma should be screened for brain
metastases. Special algorithms are recommended for entities such as rhabdomyosarcoma, extraskeletal Ewing
sarcoma, myxoid liposarcoma, and neurofibromatosis type 1 associated malignant peripheral nerve sheath tumors.

Satisfaction of search should be avoided in potential multiplicity.

Conclusion Standardized whole-body staging includes pulmonary MDCT in all high-grade sarcomas; entity-
dependent modifications and specific algorithms are recommended for sarcomas and non-malignant soft tissue

tumors.

Clinical relevance statement These updated ESSR soft tissue tumor imaging guidelines aim to provide support in
decision-making, helping to avoid common pitfalls, by providing general and entity-specific algorithms, techniques,
and reporting recommendations for whole-body staging in sarcoma and non-malignant soft tissue tumors.

Key Points

* An early, accurate, diagnosis is crucial for the prognosis of patients with soft tissue tumors.
* These updated guidelines provide best practice expert consensus for standardized imaging algorithms, techniques, and

reporting.

* Standardization can improve the comparability examinations and provide databases for large data analysis.

Keywords Practice guideline, Consensus, Neoplasms, Connective and soft tissue, Diagnostic imaging

Introduction

Soft tissue tumors comprise a heterogeneous group of enti-
ties [1], which require histology-dependent standardized
imaging algorithms. An early, accurate diagnosis is crucial,
especially for the prognosis of these patients. At the same
time, clinical infrastructure differs considerably throughout
Europe. The same is true for the attitudes toward the use of
advanced imaging techniques. This results in notable varia-
bility of soft tissue tumor imaging in clinical practice. Since
the first consensus on soft tissue tumor imaging in adults of
the European Society of Musculoskeletal Radiology (ESSR) in
2015 [2], technical advancements, further insights into spe-
cific entities, the revised World Health Organization classi-
fication (2020) [1], and a new version of the American Joint
Committee on Cancer (AJCC) staging system (2017) [3]
necessitated an update of the ESSR consensus guidelines [4].
The updated ESSR agreement for imaging of soft tissue
tumors aims to provide best practice expert consensus
guidelines for standardized imaging algorithms, techniques,
and reporting in soft tissue tumors of adults. A Delphi pro-
cess [5], evidence-based on current literature where possible,
facilitates consensus on complex problems among a panel of
experts [6] and has been used by several ESSR guidelines
recently [7], including primary local imaging of soft tissue
tumors [8].

This part of the recommendations is intended to sup-
port radiologists once the local staging has been com-
pleted and the histology has been confirmed. In patients
with sarcoma, radiologists should be aware of current
recommendation standards for whole-body staging in
general, should know the entities in which a different
approach has proved superior so far, and when additional

imaging is necessary due to a different metastasis beha-
vior. These consensus statements also provide guidance in
some non-malignant entities. Other sections of this paper
are dedicated to radiologic pitfalls that we have observed
and how to avoid them. These include imaging of retro-
peritoneal liposarcomas and tumor-simulating masses. To
prevent satisfaction of search (SOS), a list of syndromes
that are associated with soft tissue tumors is also pro-
vided. We consider standardization once histology has
been confirmed to be relevant both for better compar-
ability of serial examinations in the individual patient, as
well as for future large dataset evaluations in search of
optimization of individualized patient care.

Materials and methods

A validated Delphi method based on peer-reviewed lit-
erature, as has been described in detail in the first part of
the ESSR consensus update on soft tissue tumor imaging
[8], was used to derive consensus among a panel of
46 specialized musculoskeletal radiologists from 12 Eur-
opean countries, all being members of the tumor sub-
committee of the ESSR. Institutional review board
approval was not required for this consensus as patients
were not involved. Statements were developed with
comments, based on the current literature, by searching
PubMed and the Cochrane Library. The statements were
validated by two orthopedic tumor surgeons, a pathologist
specializing in sarcoma, and a nuclear medicine expert.
The panel members scored their level of agreement with
each statement online by using an online questionnaire
(Google Forms®) [9]. Suggestions for adjustments could
be added and incorporated for the consecutive
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questionnaire round either as an alternative or an opti-
mization of the statement. In three personal meetings,
open questions and comments were discussed. The scores
ranged from O to 10, with 10 being the highest grade of
agreement. Minimum statement scoring required a
median of at least eight and an interquartile range of less
than four. For the statements which fulfilled these criteria,
the level of agreement was calculated. “Group consensus”
was defined as at least 80% of voters scoring at least eight
and “Group agreement” was defined as 67-79% of voters
scoring at least eight. “Lack of agreement” was assigned if
the previous conditions were not met. After round 2 the
rating was terminated for each statement.

Results

This article contains three sections, with 24 statements
overall. After round 2, group consensus was reached in
23/24 statements (95.8%), and group agreement was
achieved in 1/24 statements (4.2%). None of the state-
ments resulted in a lack of agreement.

The sections included (1) Whole-body staging in con-
firmed sarcoma, covering imaging algorithms and tech-
nical requirements (12 statements, all of them with group
consensus, none with group agreement or with lack of
agreement), (2) special algorithms for non-malignant
entities (five statements, 5/0/0, respectively), (3) multi-
plicity, genetic tumor syndromes of soft tissue and pitfalls
in soft tissue tumor imaging (seven statements, 6/1/0,
respectively). Statements and their level of agreement are
provided in Tables 1-3.

Discussion
The updated ESSR consensus guidelines for soft tissue tumor
imaging aim to provide feasible best practice expert state-of-
the-art guidance. They are adjusted to the current literature,
provide minimal requirements and an optimized strategy in
a systematic approach, and contain relevant details. The
Delphi process [10] was chosen as it allowed anonymous
scoring [10]; a few additional face-to-face meetings proved
useful for discussion of open questions regarding the pro-
cedure and of statements that had not reached consensus.
The expert panel was recruited from the dedicated
musculoskeletal tumor subcommittee of the ESSR and
included active representatives and soft tissue tumor
imaging specialists from twelve European countries [11].
As group consensus was achieved in most statements, and
group agreement in the remaining ones, this paper may
help to provide feasible imaging algorithms taking into
account different national infrastructures and approaches.
In the following paragraphs, we present a selection of
the most clinically relevant statements with a short dis-
cussion (Table 1-3; additional comments are provided
online as Supplementary Material).

353

Whole-body staging in sarcoma
Section 1: (Table 1; for further comments please also see
additional electronic material):

General recommendations for whole-body staging in
sarcoma

Metastatic spread of soft tissue sarcomas is mainly
hematogenous, with a reported incidence of 11.9% in a
surveillance, epidemiology, and end results (SEER) data-
base based on data from 2000 to 2018 [12]. Overall, dis-
tant metastases are most common in the lungs, followed
by bone, lymph nodes, liver, brain, and subcutaneous
tissue [13]. With a 5-12-fold incidence, bone and lung
metastases are more likely in sarcomas that are located
underneath the deep fascia and in moderate or high-grade
sarcomas [14]. The incidence of metastases is highly
dependent on the histological tumor type [12, 13].
Metastases worsen the prognosis and result in upstaging
in soft tissue sarcoma patients [15], while improved out-
comes have been reported after metastasectomy [16].
Where appropriate, combinations of surgery, radio-
therapy, and systemic treatment can significantly improve
the prognosis of sarcoma [17]. Thus, diagnosis of metas-
tases is important.

Pulmonary metastases

Pulmonary metastatic disease at the time of diagnosis has
been reported in 22% of patients with large (> 5 cm) high-
grade soft tissue sarcomas of the extremities [18], and
approximately 23% of patients with soft tissue sarcoma
develop pulmonary metastases at some point of the disease
course [19]. Computed tomography (CT) enables the
detection of small pulmonary nodules [20], but is limited in
its ability to differentiate between benign and malignant
nodules [21]. In a retrospective study of high-grade sar-
coma patients, CT revealed pulmonary nodules in 39.5%
[21]. A total of 92% of the nodules > 5 mm were malignant,
whereas 33% of nodules <5 mm and 20% <3 mm proved
to be malignant [21]. In another study, the optimal
threshold for a nodule at risk was 4.7 mm [22]. In this study
utilizing FDG-PET/CT, the maximal standardized uptake
value (SUV,.) was significantly correlated with malig-
nancy, with a specificity of 97.2%, but with a sensitivity of
only 59.7%, FDG-PET/CT was considered unsatisfactory to
differentiate metastatic from benign pulmonary nodules
[22]. This was especially true for nodules <5 mm, which
were PET-positive in only 13.2% [22].

Osseous metastases

The skeleton is the third most frequent site for metastases
in soft tissue sarcomas, with reported rates of up to 10%
[23]. In a SEER-based study on soft tissue sarcomas of the
extremities, osseous metastases were found in 2.2% of
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Table 1

Section 1. Whole-body staging in sarcoma. Statements
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1.1 Imaging methods for whole-body staging in sarcoma:

Median, IQR (difference (interval),
Level of agreement

1.1.1 Generally appropriate imaging methods for whole-body staging in sarcoma:

- The most important radiological investigation for metastasis of soft-tissue sarcomas is

10; 0 (10-10); 100%

unenhanced pulmonary MDCT. Pulmonary MDCT should be performed in all cases of high-

grade sarcoma. Isotropic imaging with iterative reconstruction is favorable.

- MR imaging is the best method to depict skeletal metastases. Depending on the experience of
the center, PET/CT can serve as an alternative in PET-avid tumors.
- Tumors likely to have lymphatic spread should be considered to be examined with contrast-

10; 2 (8-10); 91%

10; 2 (8-10); 84%

enhanced MDCT of the abdomen and chest for lower extremity, and of the neck and chest for

upper extremity sarcomas.

- FDG-PET/CT is helpful in individual sarcoma cases with lymph nodes in PET-avid tumors.

10; 1 (8-10); 93%

1.1.2 Soft tissue sarcoma entities that require special imaging considerations for whole-body staging:

- Brain imaging should be performed using MRI in alveolar soft part sarcoma, clear cell sarcoma,

10; 1 (9-10); 96%

and angiosarcoma. It may also be indicated in leiomyosarcoma, rhabdomyosarcoma, and

spindle cell sarcoma.

- For the initial staging of younger rhabdomyosarcoma patients, whole-body FDG-PET/CT, or

10; 1 (9-10); 96%

whole-body FDG-PET/MR imaging along with diagnostic chest CT are recommended.

- For the initial staging of patients with extraskeletal Ewing sarcoma, whole-body MRI along with

diagnostic chest CT is recommended.

- Myxoid liposarcoma (MLS) has a propensity for extrapulmonary metastases. They are best staged

10; 2 (8-10); 97%

10; 1 (9-10); 96%

by means of whole-body MR imaging (WB-MRI), which is therefore recommended.

- Whole-body MR imaging and whole-body FDG-PET/CT are useful in neurofibromatosis type 1

10; 1 (9-10); 97%

associated malignant peripheral nerve sheath tumors. Whole-body MR imaging is favored since

the patients are not exposed to ionizing radiation.
1.2 Imaging parameters for whole-body staging in sarcoma:
1.2.1. PET/CT:

- FDG-PET-CT should be performed according to the latest version of the EANM protocol.

1.2.2. Whole-body MRI:

- Whole-body MRI for soft tissue sarcomas should comprise a T1-weighted sequence and a fluid-

10; 1 (9-10); 91%

10; 1 (9-10); 87%

sensitive T2-weighted fat-suppressed sequence as well as a diffusion-weighted sequence with

the calculation of apparent diffusion coefficients.

- The diffusion-weighted sequence of the protocol should have at least two but optimally three b-

values ranging from 50 to 900 s/mm?

10; 2 (8-10); 87%

patients at initial presentation [14]. Sarcoma grade
[16, 23], location in the limb [23], especially the proximal
limb [16], size >5cm [16], and regional lymph node
involvement [14] were identified as risk factors for bone
metastases. The spine is most affected [23]. The highest
incidences have been described for alveolar soft part
sarcomas [24, 25], angiosarcomas [23, 24], leiomyosarco-
mas [23, 26] (especially with combined osseous and lung
metastases) [14], undifferentiated pleomorphic sarcomas
[14, 23], myxoid liposarcoma [14, 27] and dedifferentiated
liposarcomas [24]. Other entities which present with bone
metastases were PNET (Ewing sarcoma), and synovial
sarcoma [14]. Eighty percent of the osseous metastases are
lytic [23, 28].

MR imaging showed higher sensitivity to detect bone
metastases, compared to positron emission tomography
(PET/CT) in a recent study on Ewing sarcoma patients,
especially in widespread active hematopoietic bone mar-
row [29]. Due to the high soft tissue contrast of Magnetic
resonance imaging (MRI), the use of contrast agents can
often be avoided; MRI has proved especially useful for
early detection of bone marrow involvement [30].
Another advantage of whole-body MRI is the lack of
radiation exposure.

In a meta-analysis on bone metastases in different
tumors, FDG-PET-CT had a sensitivity and specificity
that was comparable to that of MRI, however superior to
CT alone [31].
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Table 2 Section 2. Non-malignant entities that require special algorithms. Statements

2.1. Nerve sheath tumors:

- A watchful waiting approach for asymptomatic patients is recommended for neurofibromatosis (NF).

- Benign lesions that can often be diagnosed on US include peripheral nerve sheath tumors in
case of proven neurofibromatosis for the detection and monitoring of typical neurofibromas. If
painful, additional investigations should be conducted.

2.2. Atypical lipomatous tumor (ALT) and well-differentiated liposarcoma (WDLS):

- Adipocytic tumors with the following features on MR (or CT) are suspicious for ALT/WDLS: Size
> 11cm, deep location, septa > 2 mm, septal enhancement, nodular areas. Location in the
lower extremity also increases the likelihood for ALT/WDLS.

- For adipocytic superficial and extremity ALT, if not primarily resected, ultrasound follow-up is
recommended.

- Adipocytic tumors that are located in the retroperitoneum or regions in which the tumor cannot
be resected with a sufficient margin are termed WDLS. In case they are not resected, unenhanced
MRI, or CT is preferred at yearly intervals or at the time when there are defined patient-reported

Median, IQR (difference (interval),
Level of agreement

10; 1 (9-10); 93%
9; 2 (8-10); 81%

10; 1 (9-10); 91%
10; 1 (9-10); 91%
10; 1 (9-10); 91%

outcome measures (PROM) such as the presence of increased pain, size, or tethering.

Lymph node metastases

With about 4%, lymph node metastases are relatively
uncommon in soft tissue sarcomas [32], except for a few
subtypes. High prevalences have been observed in rhab-
domyosarcoma (25.3-32.1%, even 54.8% in the alveolar
type), clear cell sarcoma (15.9-27.7%), angiosarcoma
(11.7-24.1%), and epithelioid sarcoma (12.4-31.8%)
[12, 33-35]. In leiomyosarcoma (1.3—3.8%) and synovial
sarcoma the prevalences are debated [12, 33, 34]. The
presence of metastases to regional lymph nodes (N1) has
also been associated with large and high-grade sarcomas
and those located underneath the deep fascia [36], and
nomograms have been developed to predict the likelihood
of lymph node metastases [32].

Metastatic regional lymph nodes represent a strong
prognostic factor [33]. In a study assessing extremity soft
tissue sarcoma patients with isolated lymph node metas-
tases, the prognosis for N1IMO was better than NOM1 [36],
while it was similar in another study on soft tissue sar-
comas [37]. The presence of lymph node metastases in the
absence of M1 disease (N1MO0), however, was associated
with worse overall survival compared to NOMO [35].

In the current 8th edition of the AJCC classification
from 2017, in retroperitoneal sarcomas, N1MO represents
Grade IIIB, while in trunk and extremity soft tissue sar-
coma N1 corresponds to Stage IV even in the absence of
distant metastases [15].

The impact of PET/CT compared to conventional CT
has not been finally clarified. In a multicentre study on
pediatric sarcoma patients, FDG-PET revealed metastatic
lymph nodes of rhabdomyosarcoma with a sensitivity of
93%, compared to 36% by conventional imaging mod-
alities [38]. In the current National Comprehensive

Cancer Network (NCCN) guidelines from 2023, CT or
PET/CT is recommended for the assessment of regional
lymph node basin in histologic tumor phenotypes at risk
for lymph node metastases [15].

In general, PET/CT can serve as an alternative in PET-
avid tumors treated with neoadjuvant therapy [15]. Of
note, myxoid liposarcoma and synovial sarcoma metas-
tases may have low FDG avidity which results in more
false negative examinations compared to MR imaging
[18].

Soft tissue sarcoma entities that require special imaging
considerations for whole-body staging

Brain imaging

Brain metastases in soft tissue sarcomas are rare at the
time of diagnosis [39]. Their presence, however, worsens
the prognosis considerably. Brain metastases occur more
frequently in histologic soft tissue sarcoma subtypes such
as alveolar soft part sarcoma (ASPS) [39-41], clear cell
sarcoma, and angiosarcoma [42]. In those entities, brain
imaging (MRI preferred over CT) should be performed
[43]. Other subtypes with increased incidence include
leiomyosarcoma and spindle cell sarcoma; occurrence in
entities such as alveolar rhabdomyosarcoma and MPNST
has been described [39]. Patients with high-grade or large
tumors [44], and those with synchronous metastases,
especially in the lung, bone, and lymph nodes are more
likely to develop brain metastases [39, 45].

Myxoid liposarcoma (MLS)

Because of the unconventional metastatic behavior of
Myxoid liposarcoma (MLS), with a high proportion of
extrapulmonary metastases and low incidence of
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Table 3 Section 3. Pitfalls. Statements

356

3.1. Soft tissue masses simulating tumors:

- Soft tissue masses simulating tumors are common and should be kept in mind when evaluating

US and MRI.

- Examples of such masses are anatomical variants, inflammatory, infectious, traumatic (nerve,
muscle, reactive) skin lesions, metabolic lesions, and vascular lesions.

- CT scan can be a problem-solving modality in benign entities and tumor mimickers.

- Pitfalls include myositis ossificans or osseous entities that cause substantial soft tissue reactions,

such as osteoid osteoma.
3.2. Retroperitoneal liposarcoma:

- Pitfalls in local soft tissue tumor staging include the assessment of the extension of well-

Median, IQR (difference (interval),
Level of agreement

10; 1 (9-10); 95%

10; 1 (9-10); 95%

10; 0 (10-10); 100%

10; 0 (10-10); 100%

10; 1 (9-10); 90%

differentiated/dedifferentiated retroperitoneal liposarcoma: The well-differentiated part of the

tumor appears equivalent or similar compared to normal fatty tissue of the retroperitoneum

both in CT and MRI. Comparison with the contralateral side can be helpful.

3.3. Consider potential multiplicity and syndromes:

- Beware of satisfaction of search (SOS): Vascular anomalies, lipoma, lipoma of tendon sheath,

9; 2 (8-10); 76%

desmoid, neurofibroma, myxoma, and inclusion body fibromatosis may be multiple.

- Mafucci's disease (hemangioma), Mazabraud (myxoma), Neurofibromatosis (schwannoma,

10; 2 (8-10); 87%

neurofibroma), Gardner's syndrome (fibromatosis), Turner's syndrome (lymphangioma),

Adenomatous polyposis (desmoid), Carney complex (myxoma) are syndromic associations with

characteristic soft tissue lesions.

pulmonary metastases, and because of its low PET-avidity,
whole-body MRI [46] is strongly recommended
[27, 47, 48], both for early detection of bone and extra-
skeletal metastases [49] and for staging [50]. Comments to
“Imaging parameters for whole-body staging in sarcoma”
are provided online).

Non-malignant entities that require special algorithms
Section 2: (Table 2; further comments are provided
online):

Nerve sheath tumors

NF1 patients have approximately a 10% lifetime risk of
acquiring this malignancy [51-53]. Peripheral nerve
sheath tumors can be confirmed on Ultrasound (US)
when the lesion is arising from a nerve, but clinical
assessment is also vital: additional investigations should
be conducted if the lesion is painful, growing rapidly, or in
case of distal neurological dysfunction. Further imaging is
usually also required in patients with NF1 [54]. In NF1,
NF2, and schwannomatosis (SWN), emerging technical
advances, particularly WB-MRI as well as DWI/ADC
mapping, in conjunction with clinical and genetic data,
can potentially provide insight into both disease severity
as well as tumor behavior [55-57]. Similar accuracy in
diagnosing malignant PNST has been reported for whole-
body FDG-PET/CT and whole-body MR imaging [58].
PET/CT and MRI have complementary roles in MPNST

evaluation: In several studies, PET was more sensitive
while MRI offered higher specificity [59, 60]. WB PET/
MR compared to PET/CT allowed the detection of PET-
avid lesions with high accuracy, resulting in a reduction of
radiation exposure of almost 50% [61], and therefore was
considered a feasible alternative [61, 62].

Pitfalls
Section 3: comments on the statements (listed in Table 3)
are provided online.

Limitations

As has been described earlier [8], this consensus has
several limitations. The panelists came from European
countries only. However, while access to modalities such
as MRI and PET/CT is limited in many other parts of the
world, this has to be taken into account only to a certain
extent. In even less privileged countries, only some parts
of this consensus will be currently applicable. Limitations
of the Delphi method have been described earlier [8],
including limited possibility for open discussion. On the
other hand, all critical remarks could be considered
anonymously without bias by dominant participants. The
process was also time-consuming, which is a major dis-
advantage that has been described for guidelines that
contain multiple statements, such as ours [10]. As high
commitment was required for several questionnaire
rounds, we aimed to provide sufficient time for the
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experts to answer. Finally, it should be emphasized that
these guidelines reflect the current knowledge and will
require further updates in the future. In particular, the
field of radiomics and artificial intelligence is developing
very rapidly.

Conclusion

The updated ESSR guidelines for soft tissue tumor ima-
ging regarding whole-body imaging in sarcoma, entity-
dependent special algorithms for sarcomas and non-
malignant soft tissue tumors in adults, and pitfalls provide
best practice expert consensus for imaging and will sup-
port radiologists in their decision-making. Standardiza-
tion may improve the comparability of serial examinations
in the individual patient and may also provide databases
for large data analysis aimed at developing individualized
strategies.
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