o
mTEM
-

CLINICAL PRACTICE GUIDELINES

At oo (e vingy 23 aippkermen 4 b1-he, 3208
Akl s i O
A ilitand orving 78 M 1 cpdated [4 Octotg 3070

P.G. Casall’, M. Abecassis’, 5. Bauer’, B, Blagini®, 5. Bielack®, 5. Barwalor®. | Boukowinas”, L V. M, G, Bovae®,
T. Bradowice®, J. M. Brota™, A Buonadenna'', £ De Alava'®, A, P. Dei Tes'?, X G. Del Mura™, P. Dilea™,
M. Erikssan'®, A, Fedenka'®, V. Ferrares!'”, A, Ferrari'®, 5, Ferrar'®, . M. Frezza’, 5. Gasperan|™,

H. Gelderblom?®!, T, GIP%, G, Grignant*®, & Granchl', R_ L Haas™ A Hannu™, B, Hassan™,

P, x%!_ﬁﬂ__..xq_ R lssels™, H. Joensu®, R L Jones™, |, Judson®, B, Jutte® 5, Kaa™ B, Kasper”,

K. Kopackovs

" 0. A Krdkorowd™, A Le Cesne', |, Lugowska®™, 0 Medmsky™, b Montemura®,

M. & Pantabec™ R Fana®!, P Picei', S Piperma-Newnann®, & L Pousa™, P, Reicharde,
M. H. Robinson®, P. Rutkowsk™, & A, Safwat™, B, Schaffski™’, 5. Sleifer® 5, Stacchion™,
K. Sundly Hall*®, ke, Unk™, F. Van Coevordan® | W, Yan der Graof™, J, Whelan™, £ Wardelmann®®,
O Zalkova™ & 1, ¥, Blay™®, on benalf of the ESMO Guidalines Carmmimee and ELIRACANT

"Ferebuiior e IRDCE ok Kaderals ds Nimad and IPesrity o Mien, Wiln, Bk it Psigues de e eohigh dw Libow Sarchion Geved, EPL Ushas,
Poriupal, " west iy Hatpiaal Eusen, B, Gevrdsn: "Depirreend of Onstiogcd Oribapedol Nusaredaea This Bk, IR, Ragra Beea Ml Cimce
et Rase: iy ¥hrmm Gl Dgahangdia, Slgart, dermeny "Ferin Curk, Fiik, Faias "NORDEY, A=, Gioeos, "Departirmen: of Pl ke ogy, Lissier,
\rmriny Wi cal Corier, Lowder, Toa helmerandti “oerna Gesetsl vl (KL Amd.=ch Lrisilaan Wiee, Yenia Auttii “Hesptal dtenbino sigm
24 Rocio CRERUNC Sl Sgams " senern o Rfcrrmenie Cselogin 8 Aang. viena: 'apedaie flegionale o Treviss Eiblade o Ch Forenbe? Treves, bk,

“rogated L KL Hospriniel. HUB, maimeons, Soe; ' senzime Lk Urrsenity Callege London Forolak, London, UE: 'Skt Urkseny Seguted unad Lurd,
samaciery "M W, iloishin At Canin Asearch Lo, bosr o Ruotan Frdealion ' imtture of Sati i Hoapie! Caie (RCCS, Asgiia B Mafark: Cifcel
It o ™ Zedhamic dncckogy LAk Fuasdesone FICCS bt Mavionala da Tumstd Mian "Witas Srozedon Amod, Bulgng “Asatda Dupedalion
Unhersilnsa Cooggl Fieron. Flsenor, fry; *apatnien: of Medicsl e nekigy, | eiden Unven iy Mediol Corvve, Lokl The Netberardh; “vwii iess Boadet,
B, Belgiam ' Candiols Cenver |rtieas, I B0CS, Candiols, 1ty epanmen of Saciochaneny, The Metherlans Cancer |=atioes, Amiesdsn snd
Beparimen of fadiothesapy, Lackn Livwieiity Madioal Canl, Ledes, The Neshernas ok Unisesslp Moseda) [T Wiopsiolines Keiois e, T
Firvssd, ™o Lnbersite Fododas MeS Pousdalies Tast Codend, (0 linereiet |t by hechaa| Cender, Mirvihakmy “Diaaamvan: of M v 1,
Iirhraly Hoseiad Lorhwigritasirmdians Lyreny Mondes, Munes, dermaf; Phes sl (e iy SEntt Hoipial FRCH), ek, Fralse, = wasiden
ozl Latador T Tre IeaBune of Corcer Rasware, Larabad, UL *iravanity Mad sl Cinter Gronirge, Groninga st Liskardy Mad oyl Cosdet,
Wimagen, T Mettaibandi: "Urkersty Homrta Matsl Fague "Mas ik Momatal e ittt B, Sad Reprabe: MGt Bty Do Campi,
e, Franga, " ans Stlsikrwaka Cure iniitide, e cskgy Conbie, Ve P ™ol Auts Sonirating Werdhcal Lemmie Do, Tel R, s Videsicn

1

Ty, Unhvoriny Mol of Lansine baussnng

v “ririca Dip

Fubitrin & Cnolarbla pighl Unkersih o Ecogn, Boksgni

*ighanls Dot e, Lk Ciln ks Sbite w il riea o Tones, Fuin, __-.__.M WFurdacia ihe Gewhs Sarieria e LTisspiial s ks SANTA DR | Sl Paig,
dwrcwbiva, Spam “rieitn Ki-farm Jerht duch, Barkr, Garrary “SCRE Depaliners: of Cloica’ Orcskgy, Wistn flark Hostal SHS T, Sk, K *tamus
il T S, Fidnd, ™ Lasee Ceses et Lo eet. g Depinrtent 5| Wedicl Oroolegy. Ereumia W Cavem e Raserda, T
J.n.!...? “hanitazre st A Beowiio s oty @ CRaiise Sesmibon 80 Ragondh del Tumard, i, tak: “Depunerert of Drolagy, Si Lndesrsity
FiaieLa, The horwegln Radwm HMagial, Sila, Movwiy: Meaiote of Secslogy of Lebland, | Jubtatn Sowna: 1 Seiterards Cancer inditule Ao win
Laguwinideh, Arrnerrdam, Tre Sethernde "ty Lafega Heazitel Lerdzr, UN G Oamagedaiting £ Palnologie, Linisratisdebim Winmer,
P, Sty i Linkvenity Mosgital, Hanwen e Aadbom Hensial Uik, Marviy ™ Cintro Loon emand and US|, Lyas, France

“oancdens b (SO Guidelris Conimives, LD beed DFos, Vi Gttt 4, 60 Lugins, WTiand E-ra | civea suetelnensin g

“Apetzird by e U0 G idet s Crvmimiliss andd LLRACAN. Cerrnbir 3247

Sofl tissae sarcamiag (STSs] gather aver 80 histological entities,
wilh even more mobecular subsets, characterled by a low to very
baw incidence in all populstions, The majority of srcomas arise
from the saft tanse (chose ta 75%), with ~15% gastralmtestinal
apomal tumauns (GISTe) and 106 bome sarcomas These
ESMO-EURACAN {Buropean Soclery for Medleal Oncology-

Burapean Reference Mewwork for mre sdult salld eancers)
Climical Practice Guidslines cuser 5T, while GI3Ts are coversd
by deidéented ESMO-ELRACAN Clinlcal Practice Guidelines [1],
Kaposl's sarcoma is not consddersd in the present document.
Exiraskeleisd Ewing and Ewing-like sarcoma s covered by ESMO
Clinical Froctice Guidelines on home sroomas [2], 1a genaral, the

T Tha Bl 0 & Pbiabad by Cdd Univendy Fres on bl ot iy Loy iy e el Dty

g o P o parritakon, Pllssk @18 Koo ey e S

dno

ELOT judy' O L el A LEPROISILSAY

sane privelphs for thess taisauss s children apply to adults. This
s also the cise for embiyural and shvealer habdomyesarcomas,
which are cxvercingly ru fiz adulis, O the nther band, pleamoc-
phile chabdamyosamome b viewed a5 o high-grade, ndub-type
T8, Extragkektal vsteosirouma s glsa a bigh-grade ST, whase
ciEnleal resemlancr witl viteusarcuena uf bune is doubiful {pro-
spestive collection of ditn &= encouraged 1o groerate evidence on
the therspentie lmplicativns of sack o Slagrois), Adult STS patho-
lugleal subdypes cerarring in adols shuald he wedl the
saeme way as inashule patients, though the same hlstotype might dis-
Pl cilinieal peesillarities when sccurring at differant ages,

Adult soft tlssue aed viscernl sercomas (excluding GIST} are rare
tamuirs, with an estimated incidence overnging 4=5/100 000
year in Eurepe [3), 5T8s include aver 80 different hlstological
subtypes, and the most frequent, lpassrcomas and leomya-
marcoinag (Lh54), ench have an incidence < /100 000/vear. The
majorlty of sarcoma hisietypes therefore have an Incsdence
< 271000 00year.

5T#a are uhlyaitaus In thels slte of origin and are ofber managed
with miultimodalicy tremtment. A multidisciplinary approach is,
theredare, mandatory In all cases, imvalving pathelogists, radiolog-
intey wiwrgeans, adiatinn theraplsas, medicnl apenlogise and paedi-
atrie oneobagists, o well o nuchar medicine speclatists and eegan-
Tsed specialists, ns applicable, Managersent should be carried out
in eeference eentres for sarcumas and'or within reference networks
sharing mutldisciplliary expertise and westing o high nunsber of
patlents anmally, These eeneres are lvobed In angeing clinical
1rials, bn wiiich the enrodment of sircans patients is camzmen, This
contralised referral should be pursued as ealy s at the Hioe of the
climical diagnusia of & saspected sarcoma. In practice, referal of all
padients with a besion likely to be @ sarcama would be recome
mencked. This wothd menr eeferting ol patients with an unes-
plained deep mass of salt tiedes, or with 2 superficia] kesion of soft
fisstses having a dameter of = 5 cm, Quallty criterls are meeded fur
mreatia fefersiscy cimtres anid. incrensingly, refermee netvocks,
These ctitecin mey vary froms country g0 coumtey hut, ansang
others, shauld be based oni multidscpbinarity {incarporating
feads pach as weekly tumnur bards disoassing new cases), volume
aFpatients, availability of facllitles seeded to projserly apply dinical
preibee guldalings, reconding amd publication of outcomes and
invalvesment bn <lindeal arsd translationa] resessch,

Tn prifmary soft Hine timours, magnetic resenance Emaging
(MBI s the maln Imeging msodaliey in the aarendties, pehvds and
wrunk, Standard redivgrophs may be useful 1o rele out & bome
fumear, to detect bone eecwdan with 2 risk of fracture and to shew
calelfbentions, Compated fomegrptsy (CT] has a role in caleified
fesions, to rube out 4 nesitls ossificans, end in etoperionel
numesirs, where the perfonnance is identical to MEL Ultrasound
mnay ha the Grst exni, bat it shouled be followed by CT or MR,

Fallowing appropriste imaging assessment, the standard
appruach 1o degnoals consists of multiple core neodle biopsies,
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peugihly by using = 14=16G needles. Hawever, en excisional
hiopsy may be the most practical pptlon for < 3em superficinl
lestona. An apen Iiopsy miy he anather aption in selected coes,
8 decided within refesence contres, An smmediate evaluation of
tasue vighility may be envsidersd o enstire bt the bispey 1s
adequate t the time it is corried auz, However, o fragen-section
techiigue for immediate dlagnosks s not encouraged, hecouse it
dogs not allaw & complibe dingnosis, periicularly when neeadia-
vanl (preaperathne) trebmen v planned, Fine needle aspiration
in used ealy bn porme institutions that have developed specific
expertise on this proceduare and W not recommended autslde
these cemtres, A biopsy may endervstimete the tumear malig-
nagcy grade, Therelves, when preoperative ioetment b an
optson, rdiologicnl imaging [inchading posltron emissien
tamagraphy [FET1] may be usefal, in additlon to pathalogy, in
providing ihe diniclan with infarmatinn that helps en estimate
the mulignancy grade (eg Is], The bsapsy dhoildd be car-
tled out by & sargeen or 4 radiolegist after muttidisciplinary dls-
casainn, 48 naednd, within reference centres. 1t should be planned
it such a way that the hiopsy pathway and the sear con he safely
temoned by definitive surgery [except for retroperitoneal sarco-
mas [RPSs}), The Blopsy entramcy point can be tticoed, The
vamiir sample should be foed in 4% baleeed formalin rapldiy
[Bowin fixative shoukl not be used, since it preventa molecular

molecular biology = analysis). The collestion of fresh froren tissue and Sumeur

inprints {touch prepanations] b encouraged o albow new molec-
ubar pathology mesessmetits to be made at a Jaer stage when
reqquiested, In this peespective, the avallab&ity of o bioad semple
cortld add to the valoe of tumeur tisaes [nfarmed consent for
hiabanking whould be soughi, emabding leter analysee and
vesearich, it this s allawed by local and Inbernativnal rales,

Pathodagical diagnosis should be made acoardisg Lo the 2063
Waeld Health Orgasiention (WHO) classifleatlon [4]. A pathe-
logieal expert validatlen is required s all cases when the origlod
diagradis wai made outaide a reference centre/neberl (3],

The malignincy grade shoukd be provided in all cases in whick
this Is feradble based om avallwble systemes, because || has prognos-
tie and predderive imvenning, The Pldérarion Matienele des Cerres
e Lufte Cowtee le Cancer (FNCLEC) grading system 4 generally
il and distinguishes three malignancy grodes bassd on difer-
entiatlon, necrosis and mitotic rety (6], Whensver posathle, the
miltatic rate should be provided Independently, Griding cansot
e asslgred after preaperailve medseal tevatimend, by which the
tamour Hasue underpae majar therapy-rdlated changes.

Tusmvar site should be properly reconded. Tuniour size and
varinar deprth itk relation to the superficlal fascla) should als be
recorded, slnee they entafl o progeaste valse, dong with the
malignancy grade. The paibology tepory after deflaltive nergery
should mestion whethor the tumour wis Intect and should
inclisde an appropriste description af tumour margine {le the
status of inked marging and the distance in millimetres between
tumour edge and the closest inbed nurglas), This allows the
asmgniivent of margio stadus (Lo, whether the mindmuamn margin is
imtralesdanal, manginal o wide and dissances from suroumling
tissues}. The pathologicsl dsseasment of manging shuuld be made
I eallahosation with the surgeen,

If prenperative tremiment was ol out, the pathalogy
report should include on assessisenil of ihe patbological
response of the tumour, Tn contrast o osteasarcoma and Ewing
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sircom. however, o villdated system s aveilsble a1 present,
4 mubtidisciplinary pudgement (s recommended, invehing the
pathelogist and the radiolagise.

Pathological disgnusis relies on morphology and immunokbis-
tochemistry, I shouwld be camplemented by molesular pathalngy,
especinlly whers

* the specific pathological diagnoesis |3 deubifid
* the dintenl pathological pressvtation i usisual; and
* It may heve progastic and/or prediceive releance.

External quality assurance programmes are strangly encouraged
fiar |ahosatatio parforming malocular pathedagy asessments,

Avallable staging chussifications have limited relevance and
should be improved, The Unban far loemations] Cencer
Contral (UTCC) stage clussificatlon syatem, Ath editicn (Taldb: 1]
stremeed the importinee of the malignancy grade In sarcoma [7],
In general, I sddition to grading, nther prognestie fctors are
turneur slee and sumaur depth for B sarcomas, OF course, site,
tumor resectubility and presence of metnstases are aksa Inper-
tarst. Nomaograms ase avallable, whick can help personalise risk
assessmient amd this clinical decigion making, especlally on adje-
vt/ meoadjuvanl treatnsents [&, 5],

A chest spiel CT scan 8 mandatory for staging purpeses,
Regranal lymph node metastises are rare, with the excepsion of some
bistuligies, e.g. epltheliokd srcama and clesr cell sarcansa, forelich
reyional assessment through CTMMRE may be added ta tae sl
staging preedures, Likewise, an abdardngd CT sean may be ndded
T Birndy mypsoidd lipesarcoma. The braln T scan may be added for
sbveclar sall part sarcoma, clesr cell sareuma snd drgicsarcunig,

Lo g, whale-hoddy bR and PET scan are aptional. Cost-
effectivenes studies o thelr incorpomtion inta the staging pro-
cedures are requlred. The surgical repert, er patlent char, should
provide deails on:

* prevperative and intraoperative diagnosia;

*+ srgieal comdusct, Inclsding possible contaminetians {Le. 1t
should mention whether the tsmeur was cpesed dnd was
‘seali” dusing the excision, ¢le); and

+ surgical nctual carmpletenisa vis-nevis plasined quality of margms.

(see Figures 1 and 2}

Surgery s the standard treateent of ol patients with an adult
type, Incatised STS, [t must be carvied aur by o surgenn speci-
fically tralned in thse creatment of this disense, The sandard susgi-
ral procedare & & wide excidon with augitive marging [no
turnour at the margin, &1, This imglies remenving the tumsawr
with a rim of narmal tissue areund it (15 A) [16]. The misnmal
tasrggin o fined tasus to be considered adequate may depend an
several factors. including histulogical subtype, preopesative
iherapded and the presence of resdsiant anaemical barsiess, such
a8 muscular fasciae, periosteum and eplneurium, As an individu-
dlised option, margnal exclslon cn be scceptable In carefully
welected cases, in particular for extracompartmental atvpical lip-
omatius tamsar [V, B

Tl typleal wide excizion is followed by radictierapy (RT) as
the standard sreatment of high-grade (G3-4), deep, >8<m
lesinra (AL, B [10=12], R1 s mut glven in the case of a cumemly
unwsusl, sruly conapartmental resectivn af & bumour ciltirely cons
taineel witfsin the compartment |1V, &]. Esceptions nsay be made
after multldisciplisary discustlon consldering meveral variahles
[14]. With exceptions to be discussed dn 4 multidiseiplinary set-
ting and fuced with 4 lick of consensa acrags nefurepse cenfres,
high-grade, deap, = § et leslone are alio ereated with suegerr, fod-
bowad by BT [I¥, Al BT ls added |n sebecied cases in the case of
fow ot high-grade, superficlel, = 5cm gnd low-grade, desp,
< Sern 8Tae (18 B), En the case of low-grade, deep, > 5om £13s,
BT should be discussed it 4 multidiselpliniary fashian, consider-
ing the anuromical site and the related expected sequelae versus
the pahalogical aggressivenes,

Local control and susvival are ol [nfluenced by the tinsing of
RT, bt early and lace complications are. IF iz is anticipated that
wound complications will be severe, surgery followed by adjvant
BT may he the bes optinn BT shoubd then be adimlnissened with
1he hest technique available, 1o a total dose of 530Gy | 1LB-2 Gy
frwctiurte, passibly with o beost up to & Gy, depeniding on presen-
tatian ard resection margine, 1f it is anticipated that waund cam-
plicatings will he s managessle prablem, nenadjuvans 17, passibly
in eambluation with chemotherspy (ChT) to o totad dose af 50 Gy
in |,B-2 Gy finctions, Gallowed by sargery may be consldered [15],
Trn additian, with modern BT techinigues such as image-gusded RT
anel {ntensity-modulited radintherapy (IMIT), the anclpased
incidence of wound complications afber preoperstive (BT 18 [ower
thin historkaily pablldd incidence rates. The maln schatnge of
preaperative KT s that, with prolonged fallow-sps, late modshliey
(Fibrasis, bene fracture, eic) bs bower, trnslating Into improved
lutig-term lancilond eutéame and guaity of Wl (L),

Eeaperition | pelerdnce contoen miist be considered |o the case
af Rt1 resectinns (micraseople tamawr at tie margind, If adeyuare
muasying can be achieved without majer nuorbidity, 1eking inso
aceoumsl tumetr sxtent and tumaur bislogy (eg re-excision can
B spared In extracompartmaenial asypical Epomataus twmours)
[1%, A, 1n the case of B2 surgery (mecmeeapic umeur at the
margla, reapersiicn in refevnce centre s mandatory, passibly
fullowing preoperntive treatments B adeusite marging cannos be
acklived, ar if sargery s musllatiing. Ln the later case, the use of
enaltimodal thesapy with bess eaiical surgery I optianal and
redudrés shaved decisban miking with the patent in casés ol uncer-
tainty, Flastle rapales and vmscular grafting shauld be el as
needed, and the patient shoudd be properly ralerred as necessary.

RT will fnllow marging or R1-K2 exclsbors, if these canpat he
rescuiad through re-excistas, mllaring the decision dopending on
fisrtiyer cansiderations, Inchading lmpact on futne surgeries

Mistilatieg surgery may be of chaice In some cases. Optioess for
limb-preserving surgery can be disused with the patin,
ineluding CHT and/er BT (1L Al or aelaed hyperthermlc lmb
perfugton with tumsour pecrosis Getor alphs (TNF-a) plui nul-
phalan [T, A], IF the tumour i corfined to an exiremity, or
reglonsl byperthermia comblned with CHT |1 B) |16], These
ptiond are alse proposed far non-resictable tamowrs, L2, in truly
locally advanced disense,

Reglonal lymph sode metastases should be distinguishad fram
suft tlasue mitasiases ivolving lymph modes, They s rare and
comtibate ar advense prognostic factar in adult-type 3738, More
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apgrenslve srvatmunt plansing ls, therefore, fot te by appropriate
far theve patients, ahibaugh there is @ bek of formal evldence ta
indicate that this improves clinical resulis, Surgery throisgh wide
exclsion [mutletieg surgery 3 exceptionally done, given the

[prognasis af these patients] may be coupled with adjuvent BT apd
adjuvasit CHT for sensitive histaloglon] types, s the starsdard 1wea-
mient of these presesstions [IV, B]. ChT muay he administered as
preapeTative treaoid, al kst in part Given the paucity of
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BRI can be omitmed i welecsed disep rases and added in selsned sapeicial caces; ro be sdrminizteresd preoperainely § poblematc posoperatively.

"Etrernaty and superficial runk, 63, deep, = 5 om
T, chermithwerapy: MDT, rmalicisciplinany eam Al ro fumour at the mangieg 71, micsosoopic amaas a the maeging BT, adiosherapy: ST, soff TRsue sancoma.

AT can b ot in sefecied cases; optionot olated b perfsion n Fughly sebecied cases.

Figare 1. Managerment of localier, cinically reertable TS
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Flgura 2. Monagement of localised, cinicaly unresestabla 575
*iptional: salated fimb pedfusian In sekected cases

CNF, cherenberapy: B, ro tumenr ot te marging B, microscopic tumour 8t the margin: BT radlotherzpn 575, soft thdve sorcoma

puldished data os adjuwant BT after bymph node dissections in
reglonal metmsiniie 515, the lsdication sbould probably be
reserved for patlencs with o relatively large number of tumear-
pasiche lmph nodes andfor exranoedal spread (9 the absence of
baematogends metastases. The increase in local control should be
balanced against fomilty fespeclally periphersl hemphoedemal,
These treatenent modalities added te surgery shuould noe he viewed
e trudy ‘adjuvant’, the context belag, in facl that of o [eely sy
vetile clisense, [n ane large, ratidardsed phase 11 giudy (in patients
with =5, deep, > 5 cm 8T50), reglanal hyperthermis o adiizion
o wyseemle ChT wan assnclated with s loeal condral snd disemse-
free snevlval {DES) sdvantige when coenpared with CHT alone (1,
B). tsalstod limb perfusian may be an option |m this patieat papa-
latian. This medaliy obwiniisly has no impact on systemic contral
(bt [t enn b combéned with other modalitied] (10, 4] [17],

There b no consensus on the curment rale of adjuvant CHT,
Srudy results ang condlicting, I the prosence of eegative result
fram the largest studies, though datn are wmilshle fom smaller
studied suggesting that sdjuvan CHT might Emprave, o5 ot beast
deliy, distent and ol recurrence in high-risk patients |18, 19,
A mictd-mnalysts on published data fund o stasdivically signlficant

heSis | Casall ex al,

Brmvited benelit I jerms of bath ...nr_.vﬁ.—:.,n survlval {RES) and
enverall survivad (O8] (200, Gain in OF was neq significant on the
anly metm-analysis using sowurce data [21], Given che condlicting
results of trials Encbaded is the meli-analyses, sdjuvant ChT is net
standird treatment dn adali-type 8T8, [ can be praposed as an
aptiun o the high-risk individusd patiet [high-grade, dewp,
= 3 tumowr) far n shared decision making with the patient
|10, C]. ChT was used ae peoadjwvant treatmens, slieing st a bacal
bemelit Tocilitating sargery, in addition to the fystemic one, A
mansdomived trial showed ro differences butwieen thee (precpera-
tivel did five {pre- and postoperative) courses of full-dase ChT in
bilgh=relsk STS patients |22]. A suhsejuenst tial compared prenper-
atlve ChT with full-dose epirablcin plas iEsfimdde versas o
histalagy-drivers CHT, This trial wes clesed slighty In sdvance
Isecatise thres inberim snabyses showed a siatisiteally signifleat bee-
fit [ terms af hoth RPR and OF | Fver of peagdjvan: therapy
with epirubiein aned Baslamide, Slnee there i po cbidous eddence
that histalogy-driven ChT could be deirimental, this may be vewed
as providing rndomisal eviderse of the afleaey of neadfaovant
therapy with full-dose apthescyclines plas insfimide in high-risk
axirornlty and superfictal vunk STS 'R patients (Le with
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lesicas = 5 em, dloap, afa high-grade histobogy lnckeding undifferen-
tiated plenmarphile srcotn, lipomneome, LMS, malignan periph-
oral nerve sheel lumour and syrovial ssrcam), However, this
evidence cartendly corresponds 10 an interim planned anahyls
withics 4 trial slatistically conceived 1o 1ot (he superiatity af a
hisnsbogy-driven GhT |23], The teial has been amended to test the
superionity of eplnblan plus Basfamide over the hisbology-driven
therapy at the time of the find ssalyebs, While awalting these reashty,
atoadiusent Chl' with arthracyclines s fosfaside for at beast
thrre cycles can be viewed 48 an aptian in the high-rids indhvidus)
ppatient, fr shared decibon making (11, C*] {us fobe * i Table 7).
The evisiutien af the tunsaur lesion during prenperathe CHT dsould
e chasely mnediored ta exclue pragressian, while considerig pes-
sitle patherns of fun-diminsiana tumour repone

RT should nat debay the startof ChT ane can be used preopera-
tively. Evidence has hoen provided about [t taleraliilicy when
combined with preoperative ChT' with fall-dose epirushicln plis
ifoadumide |10, B] |24],

Itn nnse farge randnmised phase 111 study (s patients with G2~
3, deep, > 5em STS), reginnal hypertharmia in sddition ta sys-
teenic ChT wms associated with a bocal progression-free sutvival
(PF8) and DES advantage [1, B] [15]

In geeeral, adjuvant ChT should never be intended ta rescue
Inadeguate surgery. In any case, sdjuvant CHT is pot ased in his-
talngical sabtypes known to be insensitive to CHT.

The statdard approuch o local relapses parallels the apprascls
tu prisnary Incal dhaease, axcept far o wider resart 6o precperative
or pustuperative BT andfor CRT. If nut previously cerrled ous,

hiGiTRARta .
disease (see Figures 3 and 4)
The decision making Iy campe, depending on diverse preseista-
tors and hiselogies, ard shoald always be multidisciptinary,
Metachronoas (diseds-froe interval = 1 pear], resecinble Jung
metistases withoat extrapulmonary disesss are managed with
margery ad standard treatment, If complete excliinn af o loshogg
is fensihle |1V, B (25]. A minimally imvasive thorstoscopic
appruach an be used in seboctod cases, Other appropriate lucal
tichniguies can be used, ethough surgery bs the sandand and daa
wre netjuired on aleernathve, bess imvasive eptions, Declsians must
also canghler the feasdhiflty of the vaviois options, Whe sutgery
of lung metaskises is selected, an abdominal CT scan and 4 bone
scan or & flooredeoayglucase (FDGHPET are masdatary 1o con-

firm that lung oetesiases ard "iselated’.

ChT may he added 10 surgery an an apsing, tking into sccoum
the pragnostic fctues (2 sharl previs recsmenee- i interval and
o high number af léslors are adverse facivas, encoursging the addl-
tini of G, although there Is a lack of foeenal evdence that this
Imprenves cuateame [I¥, Bl CHT s preferably ghven before surgery
s cxrcler to isess tumenr response and thus modulse ireatment.

[ nsed vwhaire lung etastases are sychrancous, in the abseece of
extrapulmomary disese, starsdand trestment s CT (110, B, Surgery
af eompletely rescctahle reaidunl lung metastases may be offcred s
ap expian, especilly when o tumour resporse is achieved.

Extrapulinnnary metaststic diseass is treated with ChT as the
sandurd treatment [[, A].

Yalume 29 | Supplement 4| October 2018

In highly slecved cnses, surpery of respending memstases may
be uifered & 2n aption fallowing & mubtidiseipbinary evalistion,
taking lata consideration their site and the natiral histary of the
disaae in the individusl patient,

Surgury, ablatlons ar BT of extrapul ¥ may be
anerprtlon withiout CiT in highly selected ises (g some patlents
wills mnyxukd lipasencoma, solitary Albrows fumeourl.

Suandard ChT & based om anghrscyclines as the first-ling treat-
ment [I A There & oo farmal demonstration that mulik-ageit
ChT s superor ho dngleagent ChT with dourulsicn slone in
vervng af D8 Howvewer, & higher nesponse mle can be expecied, in
purticudat, I & humber of sensitive histologleal tpes, decording to
several, shthough oot all, edomised dinleal trials [26, 27).
Tharefisre, mulli-ngent CHT with adequate-dose anthracyclines plas
IEasfamicle muy be the treasment of chalee, paroakely In sibtypes
sevuife to ifafamice, wisen a tartteur repanse & felt 1o be poten-
tially advaniageniis and patient perfarmance status |5 good 1, B].

Becerntly, a relatively amall phase I study sested the comshinatian
of dearubicin with an antibody dinected sgainst plaselet-dertved
grenath facior receplor alpha (PDGERAL olirsiumab, and showed
a statistically dignificant higher 05 In comparison with desorablcin
alese, theugh with a lower and non-statistically significent bemeld
in FFS and resporse mte [22], Claratuniab is available in some
countries, and the results of o subsequent phase 1 trial (whose
acerual ls already completed) are awnited so that the drag can be
admdnistered moare widely in Europa 1T, €| Jsee note " in Table
21 BEMO Magadeude of Clinleal Bepefie Scale (18M0-MORS)
vl b score: 4], The mechanisma for the sdded value of the com-
Inatlan af doxopubicin with & PIMGFRA [nhibitar are not fully
underston<, The standird arm in che phase tf and 10 studies
wis doxarabiin aline, 30 1 must be elarified whether the com:
eriar L doxarshlcin and ifasfamide. & phase 110
study cimpared single-agent dexomabicin with the cumbimation
of gemeitabine and doottanel as on upfront trentment |n
advanced 8T patients of all types, The combination Tailed io
shew kny iniprovement bn PES and objective response mate
IORR] o4l is nos generally recommended a5 a first=line theeapy
for advanced 8T8 patients |1, 1] [29],

Angeosarcogma 15 highly sensitive 1o taganes, which can be a
tretment oplion in this histological subfype (112, B] |30, An
alternative is gemcitablne, possthly in combdnation with doce-
taal [V, 8] [31],

Drexarubleln plue dacatbazine is an option For multi-agent,
Girat-lre CHT of LMS, I whics the sctivity of ifasfamide is far
lean comvinelig iin mvailable retrospactive avidence, er of solifary
[hroas barsowes | ¥, 1] 2],

Insatialb 1 standand medical thempy for ilsase rate patients
with dermptudilrosarcuma prataberans who ane nos amenable to
nat-muatllating surgery or with fietistases dewrving medical
thempy (1L A [33],

Similarty, lnuicall and niletinib are sctive bn tencsynoial giene
coll turours (alan kierwn as plgmented villosadular smevinis and
dllfflse-type glans 2ol turooisr). This s & mre, non-metastasising,
locally-aggresive meoplasm aflecling the symovium and endan
sheuths in yeung aduhts, In patiesits with symptomazic progressive
disense, Imstiaih, if wvallable, ¢an be considered, as It can lediee
tusmeur sabilisetion ar shrinkags and alleviate marhiday |1V, C|
{34, 35),
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ChT, chermnotihesagey; MOT, roulidiscipdnemy teaey B, no tumoes 21 the rmange ST5, soft iovue sarcoma,

Figura 3. Maragemers of advarcpd/mesaarc, cinicady mescmbie 515
*gynchronous andor mastiple anddor bilairoal ung metasasrs.
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Figura 4, Managamant of advancecimesmanis, chnicaly unresecabie 5T5,
Alaraturnai [ usad) to be malrtained as simgle agart sher raihing the dose-liminrg ity of dawseabicin,
B0, progresive diease; PR, partisl respanse; S0, stabde diseasn; TS, 108 Hisue Sarcoma

Active systemle (herapies must be contldered In progressing,
dvaniced STS patients, even pretreted, if they are fit for ines-
ment [T, B]. Beit supportive care alone 18 an alvemmtive foe unfit
patietts with adtvirced ST, opecially if fariber-line thempies
hanve alrady been used in the patient, In gemersl, sdvanced previ.
atuly treated paticeite are candidates for clinical trials, After falluse
af ambstacycline-based CHT, o the Ingpossibsility to use it, the fal-
Lenwing criteria may apgiy, although high-level evidence |s licking:

S ﬂ_-._.ﬂz._- whn have already seceived CHT may be treated with
IEnstamide, if they did mot progress an it dously, Hi
dee osfamide {~14 m___._.__..___ may he .nh__._._.._”_ﬁ_un ﬂre n_"”__.
patieats wha have alrendy received standird-dese (9 gim®)
Iosfanalde [TV, C] |26, 37

* Trabectedin i an option for secend line and beyuad [1, B)
and b approved for advinced previously treated STS, 1t has
proved effective in LMS and lipusarcama |38, 39), In myneid
Upesarcome, a high antftamows acilvity has been feporied,
with early radiological tesus density changes, A& pecullar pu-
temi off tamour responie bas been reporied, with an eorly
phase of tistue changes preceding tumsour shrinksge [40],
Clindcal benafit with trabectedin was sliv demunsirated n
nther lsbalogleal types.

* A rapdomisad briedl showed o benefis in PFS avernging 3
maniths for patopenit given wntll progresiion to advanced,
previously treated TS pulents (excluding llposarcomag)
[41]. Thaw, It ts an optien in non-sdipogenic STS (1, B].

* A radembsed phase 11 triad showed that eribdin was sape-
tioe ti dacarbazing |5 patients with lpasarcomns and LM5,

Volume 29 | Supplement 4 | Dctmber 2018

‘The median difference D8 was 2 moaths [1, H), but a sub-
groa analyas showed that it reachied 7 menths in lipassrco-
mag [42], This Led to the regulatory approval of eribulin for
liposareatias (18, A; ESMO-MCRS vI.1 scone: 4],

* Ohe trial showed that gemeltabinedocetaxel & more effective
than gemeltabing alane as second-line ChT, with specisl
reference to TME and undifferentiated plesmurphic srcama,
bt these dats have not been canfirmed {equivalence In
tespunse rite, PFS and O8} in a second randonsdsed trigd con-
duacted in LMS anby; in hoth trials, tonicity wae superior with
the conshination of docetaxel and gemeitabine |11, ©] [43],
Gemcltabing wae also shown to haw antitumour activity in
LME snd anglosnrcomsa as a single agent, The combination of
ducarbaging end gemeitabing was shown to improve the 08
aeil P18 over dacerbaaine in o randomdesd eeiad (11, B] [44].

* Dracarbuzing has same sctivity s a second-line therapy (mostly
it 108 andd sallinry filirous fumor),

o Im o mmndomsied placebo-contralled phas 11 el regunimib
smproved PEY for patients with docansbicin-pretrested, sdvanced
£18, Mo survival wdvaniage was shservd in the Bposarceens
cahort, A post hoe exploratery aralysls showed improved guality-
adjusted survival In compesison with o plicsha, Regamivnib
shuwld be conalderad as am option, i avallable, in disonubicn.
pretreated achunced, pon-adipogenic STS patents [[1, ©] [45, 46].

HT sheuld be used s a palliative resource in all cases & appro-
printe to the ¢linlcal meed (e.g bene leslens a tlsk af Fracture).,

Withs refevence to selectad hlstological types, there is anpcdatal
evidence of actlvisy af several moleculsr targeted agenis, bullding
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Ciagnoeis and patholegyimelecular bladagy
= Waragermeed of ST5 thould b crwied out In refsnescs centie for sissorad
& Baralagica disgnmils srnuid e e scoanding te the 043 Wl clasifention

Mansgemant of lacalfacsengionsl disease

* Sliegary 1w atEndaid eabreant of all patients vwith an acu iype, localsed STS. 't mast be cared Gut iy a surgeon spedfcaly Treined in 1he teac-
mani of 1hi civbise The wasend vaglosl pmceduse & 3 wide exzisian wits negaires mging (rkssnoe of reiicuil timeut 50 [, 4]

* The trpital wide mecl@an b fakswed by BT as the wancye mosmenm of high-greds (=1L doep, = 5 em [ediens (1L 2], Daceptions miy be mide sl
mdiglielminary dicumicn sansdedng stvatal vivishiey

¥ Optiete bt brrisfresarang sungeny inchode ONT ando: BT I A1 o it hypertrarmic imb periainn wit: hmour recods fcior-aloha + melpkaln
[ AL ¢ vl rypannhigermi combined with ChT L &)

* Adurear €8T 1 pot standar tealment i adult-tane 575 B can be propesed an an oftion (ot Bigei akn i pent 1 C)

* Npcachoaact Chwith antheacytings plus Tosfamide for an leds 3 cycies & an option in tha kigherisk indridual parent 1L 5

Managamant of adverced! mearintic Sanie

 Memachienoa jdiedss-bee il > | year), resectable lung metinlases without straguicinany dssis die managed wh sigery i staichind treat-
rrean, W cormiphel mmcleinn of wl bewant b leadkie ji, B]

* Stanchasd ChT b based en artrrecycices os Pa Aretivn Seatment [l 4], Mubi-ageet ChT with sdequate-dose anthraovd nes plas Hioslamide rmay be tha
tmaireecd of crokon, partioulary b sublyper serilikeg 0 leslamithe, whin 3 bamar espane B fek 1o be pobenially atwanidgaous and patlent P3is
eud 18]

¥ Tra combsinition of damorabian with an ant-POGRA agent, olaratumak, b opiion 1, 5 BSMAC MCRS ¥, i 4]

* Gamezasinerdorenal comiination i Pt generally recormmended as & frit-ine therapy for acdvanced 5TS parerts L S

® Imatink b sardord madical iheipy ke thooe rie pallants with deratolisrssaroma prolutenns |1 4]

* Teatsectecin 14 en option for secend line ard beyand [ B] and & appesved for atvanced provicusdy epted 5T3

* Pheopards b 6 opllo® I horradiosgen: 5TS |, B

® Enbiuies B an optien n pamess with ipenkrcamas and LW (1, A ESMO-MCRS w1 sconecd]

* Tra combination of dacarbiri®a o gemsratine o gematsbradaoetins § an aption In consrbicn-metresied mrern 3, B

* Regoulenit b an optich In desnnmicierpioseaned shanced, ren-adipoganic $T5 parism 1, 0]

¢ [reed 5 anaidota pddince of octuity of sevetal moledular wigered seci:

@ = TCH it In sl gham PEComas [ CF

< Ergmini b inflamreetuiy o beoblisie urmsuns isoctated whh ALK tamiccatons |4 £

< Surhink and cadianio in abveele coll pant sarcomi whem the maisoola Wegen i 36 yei bnckar BV G and
= Suriink i el tery Atroui bamaran i £

Spwcial prasentatien and antithes

* Aervepeniovied Iaedmar, Ratients wilh suipicied APS feed do Be refainis 10 BlgP-vohome Stoma canines

* Lerioe savcovnad Stendard incal restme of utmnns L, [5S5and LS ween kelied) 1 o bicc total hrysterechory Adinang BT i rat
recommended [ B

* (i Fovemaoront. For progneshg caves, the apiinal strebegy reeds o be indviduaksed on & mukidsciolinany Dasds and may corshe of wetce=
Ty waiing. Bagany [ C1 (salaree bmid patusion 0 the l2son [ confned 1o o extremit IV, C) or symtemic theragies. piecurarsous cryoeblagon v, C]

* gt anerymoi Thaee st thoutd De sefemad o et unio

Tha axpe natad thar me GoR desctibed tha acsurate stustion it ter ot sclenthic svisorce Goft B4 oy o madente evidence s eficany bt wib
alimbed chnial Benefl, generaly wcemmended atd Gefl © B auficient svidence foe sfficasy or beneli done not ouwe'gh the ik o the dissdves-
oG jadherai s, Comct, 86, optional i 1he orasem cuistion, the spers otienaed thar Mocaie sadence o eficay oot wik & =rajor elnical bee-
et weiudd b Een 4 Barier dimerigtion of $50 acentie svidence 4t ths stage.

“The sty noled thit ne GoR desoited S acoutile sibuaton In teemi of iertfc miderce, Indesd, Golt 8 15 Song or modeate evidence for
efficiiy Dl veih & lmiied cinleal Densii. geeealy meommended’, whils Gefl © 8 rsuficien] sodescs [or sificacy or bensfit does rot cuswsgh the
Tk G she ditacharmiges edvenie events, oosts, . .., ootlenel. In the present guestion, T sisents oloaetved That Modares evdence ke efficasy but
with & make chnical basefi waid hiws been o betier cescription of the sciemific sedpnce o this mage, wille selling ot the reslis a! the
Lompined phass 1l el

ALK, anigianiic hemphorna ke ChT, chemoibenpy: ESMO, Burepean Sockety Sor Medicel Gnealoge B35, endometrial siramal sscomi; GoR, grade of rec-
arninerdatio L, llompumircomis MCES, Megnitude of Oirlzal Benef Scale: mTDA, mameralian wiget of Reamyon; POGRRA, plade-darved grove
lasini recepiie apha: MRCorma, peeviacular epithelold ol fumoue 25, pedommance jlatug RO, mo tumaur at the marngie: APS, rempsericnes wsrcome: AT,
sniothuray; 375, ol theiike aancomis: LT, urdiforsiriuned endomutl sarcoma; W0, Workd Haskn Organizrtion.
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* Mummalin targer of vapamysin (mTOR) ishibilors in
malignant parivaseuer epitbeliald cell tumowrs (FEComes),
‘which are altén asscciated with the loss of tubercai sclerosls
complex 172 (TSCITSC) [IV, C] [47, 48]

* Blrolimas activity in epithelicsd | inendaibelioma

Annals af Oncology

beard. A multiple care biapry with an ndequate coaxial needle of
sufficient sive | 1418 G} is the stanadard procedure. Risk of needle
track seeding ls minkmal and shauls ot b a remsan fo avold &
blapsy, Nonethedess, the pathwey of the bivpsy shoald be cure-
fally plinned bo minkmice contamination and comtplleations, and
shenild st be eerried aut transpentoneally. Open or laparascapic
blxipsies musat be avoidal,

¥, €] [43)3

¢ Crmatindh In inflammatery myofibroblastic tumour assocl-
ated with anaplastk lymphoma kinae (ALK) translacations
[T¥, €| [5al;

* Sundtinlb and cedimandh in abveolér soft part sarcoma, where
thse encleculur target 1s a6 vt wnchear [1Y, €1 (51, 52} and

* Supliinil in solitary Ghrous tumoa, where the malecidar
target |8 as yet wnclear [TV, CJ [53].

There are firw published data ta indicate the optimal routise
felow-up pallcy of surgieally treated patienis with localised dis-
ease [54],

The malignancy grade affects the llkelihoad and speed at
which relapses may occor, The tsk assesument, based on
tamor grade, tumaour size and tumaour site, therefore helps in
chovaing a rauting follow.up palicy, High-risk patkents gener-
ally relapue within 2-3ypenni, wheress low-riik patients may
relapn later, aithough it is Jess likely, Relapses maost often ocour
1o 1hie tumps, Barly detecibo af bical ar metastalic securrence to
Ak lungs enay have progaosele implications, and lung metketa.
s are asymptamstic at @ stage in which they are suitalsle for
surgery, Therefore, rawting fulbow=up may focus un thes sites,
Althaugh the wae of MRE bo detecy logal relapie and ©T o seen
fof lung mesastasss | Hkely 1o pick up recurrences sardier, It has
a4 heen demsnmstrated that this is beneficial, or cost effective,
compared with the clinical assessment of the primary site ad
regular chst K-rays,

Whili prospective studies are necded, 8 practical approsch in
plece al wrveral indtitations is as fallovws: sargically-treated inter.
mediate-high-grade patieats may be followed every 34 menths
i the first 23 yenrs, then twdee o year up to ike ffth yeer, and
enie i ver hereaftes; low-grade satcoma patientd may be fal-
lirwed far lueal rdlapae very 46 munthy, with chet 3-rays or CT
scan ab bangar inkervals I thie frst 3-5 vears, then annually.

Retroperitoneal sarcomas

Fanlenis wish suspectad BPS meed 1o be referred 1a high-volume
sarcona cetres [45].

Chiest, abdomen and pehvis intravenous {1, v.) contrast-enhancesd
LT are wiandard for stagings |v, condrast-eshanced MEI is an
npiliam, l.—uun_-__w bt pelvic tamoiwrs, 1o ssess ipecific aspects of
tumesir extent, Funcilanal sassssment of the contralareral kidoey
Is nucussary, Fre-treatment blopsy for patbological dingnosls
should be carrled oue, to allow tilored present and futare thera-
peusic declsbons, unbess othermise indlcated by 4 sarcoma tamour

Comprebwraive imaging ovaluation I oaticad fe accusabdy
wtin iatent of fumous, Cenaln areas (2.9, Ingulnal cagal, retra-
hepatic vena cava, dinphragm, neural foramina) are particubarty
challanging to evaluste and may require additional specialised
ridiclogical inpust, Specific appreclation of the well-differentisted
verous the ded|ferenitiaved companent(s) of Epsarcama [s crit-
leal b purgleal decision making, Histology-specific npmegrams
for APS prtiemts are available that can belp personalise risk assess-
meet and einical declsion making [9],

The best charce of cure ls at prienasy presentation, An indivldya-
Isedd management plan shisild be made, Sallowieg 4 mutidiac]pli-
nary sarcans oise dbcussion based on both Imaging and
pethodogical Andings, The standarnd tremtment of primary lsdons
wurgery, o be carrked oul by & surgeon with specific sarcomi exper-
tise. Suirgery should be aimed o achisving 2 ane-specimen #1 Hoc
macsrscoploally complite pesectinn, mintmislng mleenscoplally
positive marging, This i best dowe by reseczing the tument en s
with adherent strisctures, even i not ovently infilrated (10, A]
|56, 57|, Preservation of specific argans {12, kidney, head of the pan-
crens dewdior liver) shoubd he comsldered o 4 Indivicduallsed hesis
arl mandates & speciic expertise in the dleswe o make e rght
decisbons, Judgentent must he wed in deciding which pearovascular
mructures 1o serifice. welghing the potential for local conrel
apeingt dxpecied longterm dinfunctions,

Chrowssly incamplet revectlom of R is of questionable benefit
und pocentially harmiul dnd e oy br regurded aa patentially
pallisiive Im carefully selecied patients, Grassly incamplets rese-
ot bs b ba avoided by imaging review, thoughtful planning and
referrdl in appraprisie centres,

Although o mndamised ik of necedjwnnt thempy vemas
resecting alopse for KPS Bave been reported b dote. neasdjurant
trvatenent, in e foemn af ChT, exterial beam mdisthenagy (ERRT},
regional hyperthermia ar combinetions, & safo in well-sdecind
petients and may be congdered after carcful review by a milbidisci-
plisary sarcona sumeur board [1V, €).' s particularly relevent
in thie case af hechnloaly umresectablebandedline eesccinble RPS
that el be surgleally cooverted by doswnsizing, and In chemasen-
shtivee histolagies pach s grmdvial sarcomia, The sensitivity of solitary
fibrous tumnur bo BT abeulsd alsn be consldered, Tn one lasge rand-
aimissd phase I study Ln patess wieh Gi=3, deap, = 5.cm STSs),
reghonal hypertherma in sddition s sywiemic ChT was assoclated
with a bocal PPY and NP3 advansage (1, /] |58,

Peeaperative IUT In pesoctable fumeouss hay been [nvestigaed In
a pandamsised clinical telal, which bas completed Its peerual. In
primclple, pravpent ntmyerits are not [ndendad bo change the
extend of susgery, but to dmprave the quality o surgienl margins.

Postoperntivatadjuvant EBRT following complebe gross rogec-
tion {s of limited value, and 13 associsted with significant shart
and leng-berm toglciticn. A shermpeutic rudiation wreatmens dose
can be achleved ln a minoriy of patlents fallowlog resecting, In
seloctud cnses, it may be an aptich in well-defined anatombcal
areas considered fo be al high risk, Brachytherapy is of unproven

wad | Casall ex al.
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vilue knd is assccinted with significant short- and Bang-term
complicitions, Intracperalve KT 15 of unproven walue,

The value of adjuvent CHT Is mot established, theugh the rarity
of te subtypes of RIS forces extrepolation of dats available in
other sestings,

Surgery af bacal recurrences couhd be offered an an individual.
Iiedl Dasls, especiafty vo patierits affected by well-diferentlaved lip-
osarcaima anid having a leng disesse-Frev interval batween inicinl
resectlon. and subsequent recurnesce, and posshly 1o patients

perlencing a resp 1o Fiedical therapies [59-561].

¥

Uterine sarcomas

The grenup of utering sareomas includes LS, endomeirlsl siro-
il sarcansas (E88 formerly how-grade B850 and undifferenti-
ated endumetriel sarcomes {URS8), Carcinosarcomas {maligmant
tiilkarian mixed tumours} are currently viewed as eplthelinl can-
cers, aul treatmart should be tailored nceosdingly. Thus, before 4
final diagrasis of sarcoma Iy made, the pathologist should be cer-
taln that an epithelial compenent is absent, through proper
immunohistochemsical analysis,

W di mat yot have dinical and mdialogieal eriveria to differen-
tlabe belomyamas frem malignant uterine tumaurs, Thas, proce-
dures resalting fn petential tumour cell splllage, such
oorcellutian out of endohags, are discousaged hecause they entail
# high risk of worsening patient prognosls when makignancy Is
thie postaperative pathelogical dlagnosls [62, 631,

Smvaith tumirs of undefined malignent petential (STUMPS)
constliie a negative definition, which i used when both lklo-
myoma and LMS canat be dlaguosed with certainty [64], There
are rommarkabbe virlstians with this ddagnosis ameng pathebaglsts
shat implies n degres of subjectivity, Some of these Jesions might
nctually represent low-grade’ LMSs, whase axistence is dispated,
Ihae b the uncertalnty abaut their progosie hysterectomy fs
ustially proposed to patlenss with o dlagnosed STUMP, bt there
may by roomn for individuslised declston making with an
Infaried patient. Careful follose-up is then recommended,

Standard Incal treatment of wterinie LMSs, ESSs and UESs (when
Iocalised} i3 en blov total bysterectomy {(ineluding Inperascogy
aislsted ar rahotic sangery, providel the tumour 1 reescted with
the mame criterla ds for opem surgery). With a dingnosts of sirearms,
fertllity-preseeving sungery in yuung wamsen is not supparted by
any evidence and should ot be regarded a5 stamlard, thaugh of
cautst it may be the chodee made by an informed patiens, The
aidded valise of bilaterad salpingo-anphorectamy 1 neq established,
particularly in pre-menopaisal women, and systematlc lymphads.
fectumy has not been demonstruted te be usefial, 1a B35, however,
Iymyph aisdes sy b positive in roughly [0% of coses, Altheugh i
uberine LMS retrospective studles suggested a posslble decrease in
bacal relapses, BT has mot improved BFS end OF in a prospectie
rarsdummised trinl, and therefore {s noe recomnnded (1, 1) [65).
The wse of RT a8 &0 adjuvant to susgery o bie an ojsien in selected
cases, afier shared declslon muaking with the patlent, fallowing
itidisciplinary disqussbon consldering speclal risk Facivas,
inchading: local relaps, corvical invalvement, paremetsal frvolve-
ment, sereal involvement and UES Blstalogy [V, Cl. Adgvant

ChT in uterine LMS & net standared, sisce its value is undeter-
midned [1¥, 1. Unconteollad stuclies suggesied a henedit In com-
parison with exiernal controls for four couries of gemeltabine

docetanel folkawed by four cournss of doxnnabicin, ns well as four
courses of geenciabine!docetanel [66, 57). A prospeciive rando-
tiaised trial with A no-treitisnd cankral anm versus Bt courses of
pemciihine’docetaned fallowed by four coures of doxondhican
was atlempied but closed early due to back of weerual (RCE 001,
NCTHISAA2075, The vetue of adiuvant CHT for samatic LMSs is
nizd established, and the details in the ‘Menigement of ol o cane-
ghonal disease” pection might be applicable oo userine LMSs as well,
thaugh with the added uncenaingy abuul whether these ane
actially superimpnsahle bo Lk3s o other sles,

Thie medical creatiment of advanced LMSs, UESs and adenasar-
comn with sircomatous overgrowth parallels thet for sdult-tvpe
4T3, 1t should he kept distinet froen mallgnae Mulberian miced
tumeurs, which are currently treated with therapies for epithedial
usnitiFs, A For all 1LM3s, doxorublcin, dacerbaime, teaboctedin
and pedopanib are active agents and may he ased in o Mepwise
fashion, There is retraspective evidence chat Hosfamide may be
lesn metive na nslnghe agent in LMSs,

ES%a are Jow-grade tumours, with a conslstert pathobagical
appearince, The diagnasis is supported by typloal cpfogenetics,
tisaried by o chinaewomal 117 17) with JAZFI-SUZI2 ar related
tranglocations |uining BPCI-PHFI or JAZFI-PHE] genes,
Adjuvant hermaral therapy 16 mot standard, though it may be an
aption, glven retrospeetive evidence suggesting it rale in
decrrasing relapses, However, the sensitivity af the advanced dis-
i to bormones makes the benefit questianable overall [1V, C).
The systemile treatnsent of matastatic Jow-grade 58 expludts thelr
snsflivity to harnsanal therapies [V, B]. Therefore, progesting,
arvmitage  inhildiors and  posadotropinerelvasing  hormans
(OnlkH) analogues for premenopausl patients) ckn be ased
|64 Taroxdfen b concraindicatesd dise to # pussible agunist
acalelry, as s harmanel repbicement therapy (HRT) contuining
westragens, CRT may be an apsicn when hormenal ibeeapy has
failedd. Surgery of leng mulastases iv do option, even in presenta-
tings which might miot be sargically appreached i piber STS,
given the long natural hiscory of the disease. This may apply to
pelvic dsrse as well, even In the presence of melastaile diseass,

Currenatly, & sabgroup of high-gmde ES2 |s recogisised, which 14
duflzved by specific criogenetics, marked by #1007}, casrying the
YWHAE-PAMI2 transcript [69]. Their hebsariaur s mose sggres-
v, Currently, they are corsiderad to be inseniltive to lotmonsl
itiserapled, il cytotasle ChT ls consldersd approprlate in the
metastatie  seting, with notible responss reporied  with
astbracyelipebatsed regimens [1¥, B] [70].

High-grade ERS, sdenasarcoma with sarcomitous evergrowth
Al UES wre high-grade malignancies, There are no data en the
wiilue of adjuvant CHT, though their high-rlak status may justifira
sharedl decisinn with the patient in conditbons of uncenalnty,
especially in UES |V, G|, Hypertsermis peritanea ChT has not
bseen hiwis e he effretive and b an experimental-naly aption,

For henlgn mevastslaing lelomyvmas, clindoal obaermiion i
th treatment of chobce at disgeosis, with boreonal therapy fas
far ES8) being standard treatmend for progressing disedse and
surgery, The same applies to perltnnenl belomyomatesds, If non-
mutilating surgery is not feasible.

For pelvic aggresslve anglamyxnma, sargery b the treatment of
cholee if not muwtilating, with observation thereafter, s progress-
ing disease, harmoral therapy, ar intertuption of any ongoing
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stitilation with aestrogens, may allew matilsting sapery to be
wvalided ana the disense to be kept unider contral [71],

Desrnoid-type fibromatosis

While priveiples fur tha didgrosis of ST apply also to desmalds,
heta-catenin mustationad analysis may be uselial when the patho-
Ingical diffierermtial dagnosda is diffseul

Given dhe unpredictable naral higtory af the disease (with the
posalbility ol laig-lnaiig stable disetse aned even vecnsdonal sporia-
neaus regressans, sling with a lack of metastatic potential) and

Annals of Cncology

have such a tendency 1o recur that mastestomy (Invelving the
muscualar fascin) is recammended in maost cises, even in combing-
tlen with pestaparative KT, Lymphad & nat carrsed out
in the abaenice of clinical evidence ef involvement.

A BiF ds !__h._.-__u_u.. and necad|uvant ChT |s conearned, ihe same
prieciples of 5TS apply, Considering the hlgh dsk of anglosar-
coma to develop local and syitemic reapses, preoperstive treat-
ments including ChT and KT may be used, Re-lreadintlen sheuld
b chnbderedd in pmdlativn-induced anglusarcoman,

fenclosal problems implied by soame tumedr anatombcal lom-

ticms, 40 Indtial wotchful waltling psalley can be proposed 11, B)
[72. 73{. This should follow o shared decislon making with the
patient, with careful manbtoring of potentially life-threatening
extra-abedaminal locatiors (e head end neck reglon) and imis-
abidaminal destmodds (r it fih s}, Uneder such a pol-
iy, trentment [s reserved feg progrestng cases, The preferred lmag-
ing modality ds MR, taking into consideration that the bamour
gl i not meaningfl with regard fo the disease evohatian,

Far progressing cases, the opilmal strabegy needs o be indbdd-
aellsed eh a multidiseplinary basis dral may consdst of watchiul
walling. surgery withoul any sdjuvant therapy [1V, C]. isalated
Timey e fusbans (1 the besion is canfined 1o an extremity} [V, C)
i systemmde thermpdes |73, 74], Pere cryoabdation can be
any aptien for recurrent extri-ab<dominal cues [IV, €] [75).
Tiefinitive BT should be considered after multiple failed Hines of
treatmarit or for sumauns b4 eritieal snatemical locations where
surgery wauld dvvelve probiblilve eisk o Ranctional impakrment
LI ) (73], When a ystemmilc thesapy ls chasen, avallable opaions
Includit hornsanal theraplos (lamaxifen, wremdlene and GritH
analeguaes), nensteraldal aml-infammatory drugs bow-dose
ChT {wuch ns methotremtelvinlasting or methusrosiiefvinorel-
hinely sorafenib/pazapanily imatluiby interferon; full.dose ChT
(Lging regimens ective in sarcemas, including liposomal doxoru-
hizin [76—&3], Lt is reascnable t omploy the less toxic therapies
hefire fhe mare baxic pnes (5 o shepiwise fashion. A comprehen-
sive clisical judgement of progresston should be used. Hormenal
conbradiptivn should be discussed with the patient end definitely
steippad in the case of progressing disedse,

Breast sarcomas

These patients dyaiild be referred 1o sroosma unies,

Brenst sarcatis encompais radiation- amd nan-radiation.
inluged mreomis, Therefare, sarcoming of the skin of fhe hreast
ares ghould be conceptuslly disinguished from mammary gland
sarcornss, Anglosarcama hes o more sggressive bebaviour than
ather histologleal types, while malignant phyilodes tunwoues [Le.
thase havimg =10 mitoses’ L0 high-power feld (HPF) and
marked stromal svergrowth] have s 20%6-30% metastatle rate,
On the ather hansl, metaplastic brenst eorclmnmas, also known as
carcknusarcumas, are epithelinl pecplasms, whose i
shinuld be tallered o their naknly epitbelial narure,

Thie best teentmant of breast sircomas i far Erain being deflned,
ghven thelr mrity arad heterogeneity, In general, breast-conserving
surgery may be carrled owt, depernding on the quality of masging
vergus the slze of the tumans and the brese, along with the fesi.
bility of W, In addition, angicsarcamus of the mammary gland

v | Casali ot 4,

Thiese Climleal Practice Guldelines have been produged by ESMO
in parinership wilh BURACAM, the DPuropein Referemce
Metwork for mre adult solid cancers. These Clinkeal
Peactive Guldelinem were developed o accordanee with the
RSMO standard operating procedures for Chnical Practice
Guidelings  dendopmaent  [heipe!www,cama ong! Guddelines!
ESMO-Guidelines-Methadolagy). They are conceived tn provide
the standard approach to dlagnosia, trestment and supdsorship
on garcomns and GISTs. Recommended interventioms arme
Intended to cosrespand to the ‘standard’ approaches, acoording
ta current consensus amoag the Eurapean multldscsplinary sar-
caied community af exparta, Thess are reprasented by the mem-
bers of the ESMO Sarcams Facalty and experts appolnted by all
Institutiane belonging 1o the 3arcans demaln of ELRACAN,
Experimental interventions considened 1o be benefclal ane
Inbefed as ‘Inwestigationsl’, Other nen-stamdard sppreaches may
be proposed b0 the single patient as “aptlons’ for o dhared
patiest=physician decision kn tondinons of unceradnty, & leng
o domie supporting evidence (thowgh net concuslve) [bavallable,
Algeriihms accumpany the bl eovering the main typleal pre-
senitatinne of disease, and are mewnt 10 guide the user throughout
the text, The mlivant liverature has bean sedechied by tlhe expert
authumi. A samimary of recommendations is shown in Table 2.
A MCBS table with ESMO MCHS scores |s nchuded in Tahle 3,
ESMO-MCBS vi0 (B3] was used o calculnte seored for aew
therapiestindlcations approved by the EMA since 1 January 2014,
Levels of evidence and grades of recommandation have been
applied waing the systens shown in Table 4. Statements withour
gracting were considered Justified standard clindenl practice by the
LTI

P Hins reported advinery rales fur Deciphera Fharmaeoaticals,
Bisal, B Lily, Mekiar Therapeation, speakst's honorata from
Bisal, i Lilly, Pfiger, PlarmabMar, and condiscied steidies spon-
sared by Amgaen Dompd, ARDG Bayar, Rluepring Medicines, EI
Lilly, Dalichi Sankyo Pharma, Eplepme, ClaooSmithKRne,
Navarils, Piger, Pharmadar; 58a has reporved resesrch suppom
from Muvartis, Incyte, Bluepring Medielnes, has recelved honara-
fia or coniuhation fees fram Novartls, Lilly, Pliser, Pharmabar
and Bayer; SH has reported advisory'cunsuBant rabes far Ly,
Bayer, Pliger, Novartls, laodfol apd Cllivigen and conducted stud-
Bes pponscred by Janssen-Cillag. Rlsal and Lexo Oneology: SBa
s reporied bonoraris amd travel grants from Manobiotix and
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Lilly are received travel gramis fromm PharnsaMar; 18 has received
restarch funds from Bristol-Myers Squibb, Merck Sharp &
Dnbime, Mivartis, Roche, Amgen ond his reparted advisary pales
Tor Astraieneca, Roche, Merck Sharp & Dolime, LEO Pharma,
Amgens. Bristal-Myers Squibh, Plieer and Novarts; TB hes
reparted honoraria from Iboche sl PharmaMar and sdvisory
banrd and hanorasia from Amgen, Bayer, Movertbs, Bl and Bl
Lillys M haas ruported consulting advisary rale fir Pharmaliar,
Lilly, Bayer, Movartis ind being o menbee of the speabiar's hisreau
far Pharmahiar snd recelvid travel granits fram Phermadar and
Lilly; APDIT is n miember uf the speakers’ burenu for Lilly, Plizer
and Merck Sharp B Dahme; XOGDM has seported mlizary role
for Lilly, Plarmabdar and Novartis P bas repoted conducted
research spansared by EN Lily: ME has panicipased in advisory
hoards for Bayer, Sabl, Lilly, Elsal and Mevartiss AMF has con-
discted studies sponsosed by Ampgen Dampé, ARQG Bayer,
iueprint Medicine, Bl Lily, Daiich Sankyo Pharma, Epleyms,
GlaxosmithKline, Novartis, Plizes, Pharmaian S0 has recelved
resentch grants aisd hanararia fram Novarts, Pleer and Bayer;
HG bas recelved research gragts from Nevartis, Dallehi Sankyo
Fharmms and Pficer; AG lap reperted compensation for advisary
hodrds from Muvartis, Phizer, Bayer, Lilly, Pharmabar and
Manahiotix, hanorarls fram Novertis, Lilly, Pharmadar and
Nanchlotix, and résearch furds from Pharmabar and travel
grants from PhramaMar and Nasobdotls; BH has received
resedasch grants from BuroSase and has conducted research with
BAT Health in collabaoration with GF heaithenre and Philigs, he
hea received reagents from Takeda ans Astellss 1o conduct elini-
il trinls without direct Randing; PH kas repacted canducting
research  sponsored by Novaris,  Blueprit  Medicines,

Eli LUy, Bpieyee, Geneyme, [psen, Loxs Oncnlogy, Medipace,
KWahtar, Navamis, Philogen, Pigar Therapeutics, Plexwikon, is 2
memher of speaker’s bureaw of Bayer, Ebad, B Lilly,
GlaxnSmithKline, Novarts, Pharmablar, Swelish Orphan
Biavitrium, has tecelved research grants from Bayer, Bhieprint
Madicines, CoBinRes, Exelinis, Bristal-hMyers Squibb, Novaris.,
Plexxikon, and has recebved travel grants frum Slxth Element
Capital, Adaptaimmune, Amcure, Astraeseed, Tayer, Bricprint
Madicines, Hristed-Myers Squlbh, Boehtnger Ingetheim. Cristal
Thernpeutics, Daichil Sankyo Pharma, Bisal, Bl Lilly, Bpleyme,
Genzyre, GlasaSeithKline, Ipsen, Loxo Oncolugy, Medpace,
Mektar, Kovertis, Pharisabdar, Philogen, Piqur Therapeutics,
Plestwilzan, $wedish Crphan Biovitriuns: 551 has received honoea-
rla feeen BB Lilly avd Phatiabisr, resenrch grants from Amgen
Dumpd, Advenchen, Bayer, Ell Lilly, aikchi Sankyo Pharma,
Epicymie lnc., Movartis, Pheer and PharmarMar; travel grants
freums Pharmadar and bas reparted advisoryeonsshars roles far
Bayer, Ell Lilly, Immuneleolgn, Maxivax and PharmaMar
WA has necelved research gramts from Novartly; EW has
repartad travelresvanch grants andior bomoearin from Mevartis
Oneulagy, Milestene, Menarinl, Pharmadsr, ltoche, Nanobsatix
anud Hayer; [YH has declared research gramis and hoanmrin from
Rovariis, GloxedmithEline, Mimt and Bayen 1L has received
honorarin from Bristal-byers Squibb, MO8, Rocdw, Movartls
atd Pliver for sclentific presentations of research; NA, BB,
IVMGE, AR, EIv, APed, VE, AFer, GG, TG, RLH, R, 5K, DAK,
RE I, SP-N; ALP, OM, MM, MHR, AAS, 5L KSH, MU, TW
ad FVC have declared no conflict of interest. 8F, AH and OF
bve mint reparted any petentinl conflicts of nterest.

Marabdatls and Lilly and bas received henorasia and travel gramts

fram  FharmaMar, Fimi and Lilly H] has reporied eo-
appaintisent with Orion Plarma asd holds siock | Sarvs
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