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Soft tissue sarcomas (STSs) gather over 80 histological entities,
with even more molecular subsets, characterised by a low to very
low incidence in all populations. The majority of sarcomas arise
from the soft tissue (close to 75%), with ~15% gastrointestinal
stromal tumours (GISTs) and 10% bone sarcomas. These
ESMO-EURACAN (European Society for Medical Oncology-
European Reference Network for rare adult solid cancers)

ongress

Clinical Practice Guidelines cover STSs, while GISTs are covered
by dedicated ESMO-EURACAN Clinical Practice Guidelines [1].
Kaposi's sarcoma is not considered in the present document.
Extraskeletal Ewing and Ewing like sarcoma is covered by ESMO
Clinical Practice Guidelines on bone sarcomss [2]. In general, the

for the children apply to adults. This
s also the case for embryonal and alveolar rhabdomyosarcomas,

Primary localised
Soft Tissue Sarcoma
(STS)
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Soft tissue sarcomas (STSs) gather over 80 histological entities, ~Clinical Practice Guidelines cover STSs, while GISTs are covered
with even more molecular subsets, characterised by a low to very by dedicated ESMO-EURACAN Clinical Practice Guidelines [1].
low incidence in all populations. The majority of sarcomas arise  Kaposi's sarcoma is not considered in the present document.
from the soft tissue (close to 75%), with ~15% gastrointestinal  Extraskeletal Ewing and Ewing-like sarcoma is covered by ESMO
stromal tumours (GISTs) and 10% bone sarcomas. These ~Clinical Practice Guidelines on bone sarcomas [2]. In general,the
ESMO-EURACAN (European Society for Medical Oncology— for the children apply to adults. This
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ongress

Staging and risk assessment

Available staging classifications have limited relevance and
should be improved. The Union for International Cancer
Control (UICC) stage classification system, 8th edition (Table 1)
stresses the importance of the malignancy grade in sarcoma [7].
In general, in addition to grading, other prognostic factors are
tumour size and tumour depth for limb sarcomas. Of course, site,
tumour resectability and presence of metastases are also impor-
tant. Nomograms are available, which can help personalise risk
assessment and thus clinical decision making, especially on adju-
vant/neoadjuvant treatments [8, 9].

A chest spiral CT scan is mandatory for staging purposes.
Regional lymph node metastases are rare, with the exception of some
histologies, e.g. epithelioid sarcoma and clear cell sarcoma, for which
regional assessment through CT/MRI may be added to the usual
staging procedures. Likewise, an abdominal CT scan may be added
for limb myxoid liposarcoma. The brain CT scan may be added for
alveolar soft part sarcoma, clear cell sarcoma and angjosarcoma.

Bone scan, whole-body MRI and PET scan are optional. Cost-
effectiveness studies on their incorporation into the staging pro-
cedures are required. The surgical report, or patient chart, should
provide details on:

*+ preoperative and intraoperative diagnosis;

« surgical conduct, including possible contaminations (ie. it
should mention whether the tumour was opened and was
‘seen’ during the excision, etc.); and

* surgical actual completeness vis-a-vis planned quality of margins.

Surgery is the standard treatment of all patients with an adult
type, localised STS. It must be carried out by a surgeon speci-
fically trained in the treatment of this disease. The standard surgi-
cal procedure is a wide excision with negative margins (no
tumour at the margin, R0). This implies removing the tumour
with a rim of normal tissue around it [II, A] [10]. The minimal
margin on fixed tissue to be considered adequate may depend on
several factors, including histological subtype, preoperative
therapies and the presence of resistant anatomical barriers, such
as muscular fasciae, periosteum and epineurium. As an individu-
alised option, marginal excision can be acceptable in carefully
selected cases, in particular for extracompartmental atypical lip-
omatous tumours [IV, B].
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« Patients with an unexplained deep mass/superficial lesion of soft tissues of
>5cm
« Sarcoma reference center/network
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DIAGNOSIS

Patients with an unexplained deep mass/superficial lesion of soft tissues of
>5Ccm
Sarcoma reference center/network

MRI (CT in calcified lesion and for staging; bone scan)

Biopsy (core needle biopsies, possibly = 14-16G needles; excisional
biopsy may be the most practical option for < 3 cm superficial lesions;
Open biopsy option in selected cases, as decided within reference centres)

Multidisciplinary approach
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RISK CLASSIFICATION
(primary, localised, resectable STS)

1. Tumour grade
2. Tumour size (5 cm)
3. Tumour site (superficial/deep)

Status of surgical margins
(tumour rupture)
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TREATMENT, LOCALIZED DISEASE

1. Surgery: wide excision with negative margins (RO)

(i.e. removing the tumour with a rim of normal tissue around; cut-off of the minimal margin
depends on several factors, including histological subtype, preoperative therapies, presence
of resistant anatomical barriers, such as muscular fasciae, periostium and epineurium)

2. Radiotherapy (+ wide excision; adjuvant/neo-adjuvant):
high-grade (G2-3), deep, >5 cm lesions
high grade, deep, <5 cm lesions

3. Chemotherapy (adjuvant/neoadjuvant)
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Basic principles of surgery

Every attempt should be made to avoid
positive microscopic surgical margins
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Iples of surgery

ic princ

Bas

Tumour edge at the inked surface

(within 1 mm)
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(neo)adjuvant
- resectable tumour

cytoreductive
- unresectable tumour
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(Neo)Adjuvant chemotherapy
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Soft tissue sarcomas (STSs) gather over 80 histological entities,
with even more molecular subsets, characterised by alow to very
low incidence in all populations. The majority of sarcomas arise
from the soft tissue (close to 75%), with ~15% gastrointestinal
stromal tumours (GISTs) and 10% bone sarcomas. These
ESMO-EURACAN (European Society for Medical Oncology-
European Reference Network for rare adult solid cancers)
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Clinical Practice Guidelines cover STSs, while GISTs are covered
by dedicated ESMO-EURACAN Clinical Practice Guidelines [1].
Kaposi's sarcoma is not considered in the present document.
Extraskeletal Ewing and Ewing-like sarcoma is covered by ESMO
Clinical Practice Guidelines on bone sarcomas (2. In general, the
same principles for these tumours in children apply to adults, This
s also the case for embryonal and alveolar rhabdomyosarcomas,

I There is no consensus on the current role of adjuvant ChT. I

from the largest studies, though data are available from smaller
studies suggesting that adjuvant ChT might improve, or at least
delay, distant and local recurrence in high-risk patients [18, 19].
A meta-analysis on published data found a statistically significant
limited benefit in terms of both relapse-free survival (RFS) and
overall survival (OS) [20]. Gain in OS was not significant on the
only meta-analysis using source data [21]. Given the conflicting
results of trials included in the meta-analyses, adjuvant ChT is not
standard treatment in adult-type STS. It can be proposed as an

option to the high-risk individual patient (high-grade, deep,
>5cm tumour) for a shared deasmn making wnh the patient

beneht facilitating surgery, in addition to the systemic one. A
randomised trial showed no differences between three (preopera-
tive) and five (pre- and postoperative) courses of full-dose ChT in
high-risk STS patients [22]. A subsequent trial compared preoper-
ative ChT with full-dose epirubicin plus ifosfamide versus a
histology-driven ChT. This trial was closed slightly in advance
because three interim analyses showed a statistically significant bene-
fit in terms of both RFS and OS in favour of neoadjuvant therapy
with epirubicin and ifosfamide. Since there is no obvious evidence
lesions > 5 cm, deep, of a high-grade histology including undifferen-
tiated pleomorphic sarcoma, liposarcoma, LMS, malignant periph-
eral nerve sheet tumour and synovial sarcoma). However, this
evidence currently corresponds to an interim planned analysis
within a trial statistically conceived to test the superiority of a
histology-driven ChT [23]. The trial has been amended to test the
superiority of epirubicin plus ifosfamide over the histology-driven
therapy at the time of the final analysis. While awaiting these results,
neoadjuvant ChT with anthracyclines plus ifosfamide for at least
three cycles can be viewed as an option in the high-risk individual
patient, for shared decision making [I1, C*| (see note * in Table 2).
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A Systematic Meta-Analysis of Randomized Controlled
Trials of Adjuvant Chemotherapy for Localized
Resectable Soft-Tissue Sarcoma

Absolute Risk Reductions and 95% Confidence Intervals for Local Recurrence, Distant Recurrence, Overall Recurrence, and Survival

Local recurrence Distant recurrence Overall recurrence Survival
Treatment ARR 95% C1 ARR 5%l ARR 95% CI ARR 95% C1
C ) 1%-7 9 1%-14 g 1%-14 5 -21%
cin with ifosfamide 5% 1%-12% 10% 1%-19% 12% 3%-21% 1% 3%-19%
4 %7 a3 14 10 5%-155 ¢ %1

6%, 10%, 4% absolute benefit

local disease-free survival, distant metastasis-free, overall survival

not statistically significant
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(Neo)Adjuvant chemotherapy

Adjuvant chemotherapy with doxorubicin, ifosfamide, and
lenograstim for resected soft-tissue sarcoma (EORTC 62931):
a multicentre randomised controlled trial

Penella] Woll, Peter Reichardt, Axel Le Cesne, Sylvie Bonvalot, Alberto Azzarellit, Harald | Hoekstra, Michael Leahy, Frits Van Coevorden, i
Jaap Verweij, Pancras CW Hogendoorn, Monia Ouali, Sandrine Marreaud, Vivien H C Bramwell, Peter Hohenberger, for the EORTC Soft Tissue and
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= Median Follow-Up = 8 years
» G2 and G3 (G3 = 46% after central path review) A" RERRERREELY L]
= Any size (median 8 cm) e
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STS, soft tissue sarcoma; G, grade
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Events/patients Statistics HR (95% C1)
Adjuvant Control O-E Variance
|
:
Tumoursite
Limb 45/118 52/118 -41 24 0-84 (0-56-1-26)
Trunk 8/24 7127 09 37 1-29 (0-47-3-55) B
Central 15/33 14/31 09 71 113(0.54-236) 109
Test for heterogeneity df=2; p>0-1 90
80
Tumour size z 704
<Scm 10/41 8/44 19 42 156 (0-60-4-05) R
5-9cm 26/70 18/54 12 108 112 (0-61-2-03) % 0
=10cm 3264 47178 41 196 081(0:52-126) t
Test for heterogeneity df=2; p>0-1 D—z_ .
Local grade 25
[ 24/71 22/69 06 15 1.06 (0-53-1-89) 1049
1] 44/104 51/107 -2:8 236 0-89 (0-59-1-33) o T T T T T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9 10 11 122 13 14
Test for heterogeneity df=1; p>0-1
A
Post-operation radiotherapy 100 = E::::;I‘h‘.mpy
No 12/33 15/37 -08 67 0-89 (0-42-1:90) 901
Yes 56/142 58/139 -12 282 0-96 (0-66-1-38) 80
Test for heterogeneity df=1; p>0-1 704 <
.3.; 60 E
Isolated limb perfusion é 50 2
No 24/91 34/92 -62 15 065 (039-1-09) T 4o 3
Yes 36 7/8 -29 23 0-28 (0-08-1-02) 3 £
Test for heterogeneity df=1; p>0-1 Gl -
204
Total 68/175 (40%) 73/176 (41%) -21 351 094 (0-68-1-31) 107
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Favours adjuvant Favours observation
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Histotype-tailored neoadjuvant chemotherapy versus > ®
standard chemotherapy in patients with high-risk soft-tissue -
sarcomas (ISG-STS 1001): an international, open-label,

randomised, controlled, phase 3, multicentre trial

histology-driven chemo x 3

malignat schwannoma: IFX + VP16
pleomorphic sa (UPS): gemctabine + docetaxel

Hiah-risk lation + leiomyosa: gemcitabine + dacarbazine
_g sk populatio +  myxoid lipo: trabectedin
(h|gh-grade, deep, > 5 Cm) « synovial sa: HD-IFX

R

Epirubicin (epiADM) 120 mg/m?
+

Ifosamide (IFX) 9 g/m? @3week epiADM + IFX x 3

mcongress Gronchi A et al. Lancet Oncol 2017
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Histotype-tailored neoadjuvant chemotherapy versus > ®
standard chemotherapy in patients with high-risk soft-tissue -
sarcomas (ISG-STS 1001): an international, open-label,

randomised, controlled, phase 3, multicentre trial

100 — Standard chemotherapy 1001
—— Histotype-tailored chemotherapy
—+— Censored 8o
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HR 2-00 (95% Cl 1.22-3-26); p=0-006 HR 2.687 (95% Cl1.104-6-940); p=0-034
i 0
o T T T T
0 © 2 36 48 0 P 24 36 48
Number at risk Time to relapse (months) Number at risk Time to death (months)
(number censored) (number censored)
Standard 144 (0) 63 (65) 37(72) 9(103) 0(119) Standard 144 (0) 75(68) 48(83) 15(89) 0(138)
chemotherapy chemotherapy
Histotype-tailored 142 (0) 57(54) 28 (70) 9(87) 1(95) Histoltype-t‘ailored 142 (0) 72(63) 40 (74) 13(91) 1(125)
chemotherapy

Median Follow-up 12.3 months
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Histotype-tailored neoadjuvant chemotherapy versus > ®
standard chemotherapy in patients with high-risk soft-tissue -
sarcomas (ISG-STS 1001): an international, open-label,

randomised, controlled, phase 3, multicentre trial
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Events/  Hazard ratio
patients  (95% Cl)
Undifferentiated p—o—( 28/97 217 (0-98-4-80)
pleomorphic sarcoma '
Synovial sarcoma | : + | 17/70 1-85 (0-65-5-22)
Malignant peripheral ] N
nerve sheath tumour : ' v 12127 2:38(0-69-819)
Leiomyosarcoma | : * | 7/28 228 (0-27-12-66)
High-orade myxoid § - + | 8/64  103(024-439)
iposarcoma :
All ] 70/286  1.95(112-3-19)
r T T T T T T
025 05 1 2 4 6 12
+— e
Favours histotype- Favours standard
tailored chemotherapy chemotherapy
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Histotype-tailored neoadjuvant chemotherapy versus > ®
standard chemotherapy in patients with high-risk soft-tissue h
sarcomas (ISG-STS 1001): an international, open-label,
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(Neo)Adiuvant chemotherapy

Histotype-tailored neoadjuvant chemotherapy versus > ®
standard chemotherapy in patients with high-risk soft-tissue -
sarcomas (ISG-STS 1001): an international, open-label,

randomised, controlled, phase 3, multicentre trial

« Short follow-up (12.3 months medium follow-up)
= One-sided test
= Lack of control arm

Selected histologies

Selected tumour site
Neoadjuvant setting
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CLINICAL PRACTICE GUIDELINES

(Neo)adjuvant chemotherapy

Soft tissue and visceral sarcomas: ESMO-EURACAN

Clinical Practice Guidelines for diagnosis, treatment 4] Ot St an d ard

and follow-up’

high-risk

...waiting for the final analysis
of the ISG-STS* 1001 study
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*|SG, Italian Sarcoma Group; STS, soft tissue sarcoma
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(neo)-adjuvant
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resectable tumour

cytoreductive
- unresectable tumour




Treatment, locally advanced disease
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