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Gastruintrstival gtromal tumeoues (GI5Te) are rare tumours, with
an estimated unddpasted incidence of erawnd 15100 000 pear [1].
This only covers chindcally refevant GISTs, since, if investigated,

amuch higher numbser of lesioes < | cm in diameter {micraGIETs)
cany b= feaind ac histoparhebogicd examiration of siemach tssue in
middle-sged and elderly individuals,

There i 2 slight prevalenice in males. The median age is around
i85 years, with a wide range, Ocoarrence in children is very
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rare, Paedintrle GEST represenss o clinlcally and malecubarly dis-
tinct subset, wnrked hy feenale predominance, absence of KITpla-
telea-derlved grawth factor alpha {PDGFRA) nvutations, Fequent
mutations of sllencing of the fwr genes that encode the subsnits
of the sucelnate dehyd 1SDH] eny L, gastric

especially Ifsargery is likely to he a muliivisceral raection, maltl-
ple core meedle binpsies are the standard approach. They should
he ohtained thraugh endascople ultrsouad guddamee, o
ihsrough an ultrssoundicamputed tonsgraphy [CT)-guided pes-

ubiceriric bocation and passible fremph node moecastases (2],

Sowne syndromed an linked ba GI8Ts

* The Carney ielad syndrome, marked by gastric GISTs, pana-
pangliome and pulmamsey chendsamas (these mey accur st
different ages) |3];

+ Carney=Stratakls syndrome, marked by o dyad of GIST and
paragaisgtinna [4, 3]; and

+ Meurnfibromatoss ype 1NEL), passibly kading to wild-type
(W, often multloenie GIST, predominanily Incated ln the
sl bowed [].

Farniliés with germiline autasomel domsinam mutatioss of KIT
are a0 extrensely mre fnding, presenting with maltiple GISTs ot
i ently age, posslbly aleng with ather asseclated featues such s
plgmiented skin macules, urticaria pigimentoss dand difuse hvper-
plasia of 1he inserstitlal cells of Cajal fs che gat wall.

approach. This may aow the surgeaii o plan e best
appreach accarding to the histological Elagnnais ard weoid sus-
gery for disenses which nvight net beiefls (eg. lymphomas, mes-
enterie fbromatosls end germ edl tumoars). The risk of
petlianesl comtarnination s neghigible If the procedare is prop-
erby carried out. Marcover, leslons at risk [ this regard (eg. cyetle
miasses) should be biupded onfy In apecalised  cemtrés,
[rmmedbate lparascople/faparctemic excidlon 1 an aption on an
Indivisluabised basis, gipecially i€ margery is lenlsed, 1F a paslent
presents with cltviess metastatic disease, a bispsy of the meta-
static focus is sulfichent and the patiens uszally does not regisice a
laparotomy for diagnosiic purpasss. The tumeur saniple shoukd
bt fiseel im 4% balfeved farmalis (Boaubn fiantive should sot be
s, slnee it prevents molecaler analysis).

Puthalogically, the disgnosis of GIST relies on marpholoegy
and immunahistochemistry, the ke balig pailidve for COLLY
{KIT) anelior DOGE [sew Table 1} [7, 8], A propertlon of GISTs
{in the range of 5% ) are COL1T-negatlve. The mltatle conmt haga
prognastic valug apd should be expressed as the nunsher af mito-

BliGhG: ..m.m..m.._._.".”.“...”m"..m gy/molecular blology sex o1 & bl area af § man’ {which replaces the Barrner 30 hlgh-

When small oesaphagogistric ar disadersl nodules < 2 em in size
are detected, eedescopic blopsy may be difficult and laparo.
scopiclaparctonic coclsion may b e anty way 1o make & histo-
loglcal diagnesis, Many of these small modules, if diagnesed as
GI3Te will be eitber luw-ris or entlties whoss clinical signl-
ficance remaing unslear. Therelore, the sandenl approach
prtients with phagog ar duidenal podules < 2em Qs
enilosenple ultrsnund assessmient and then follaw-up, reserving
ecision for patiests whos tumeur incrmses [i ilee or bicames
symplomatic [IV, C). A3 an aption, the patient can chooss w
undergo a histological assessment, alsa depending on age, life
expeciuncy and comarblditles, [T follow-ap 8 the chalee, an
eviglenipe-hased, optimal survelllance pulicy is lacking, A logleal
mpprach may be oo hivy o short-denm first contral (e, at
Imenthel aied then, s the case of no evidersce af growth, s mare
rebized Fallow-ip schedule may b silectod,

[rva hlstalogically proven small GIST, stardsred treatment is exci-
siien, uniless magor isarkidivy 1s expected. Alternatively, in the cise
of 4 likely kw-rindk GIST ats blepsy, the declslon can b made with
the patient 1o fallow up the leian. However, an exceptlon is the
stadnrd appreach to rectal nodiles represented by biopsy or exci-
plom after eeslerectal uhrsiund asseismaenl and peivic magnetic
resanance imaglig [MRI), regandlesi af the tumoar siee and
mitutlc rate, Tn fact, the progression risk of a clinically slgnificans
GIST 4t thls aite in higher, it progniets s signlficantly worse com-
pared with most gstric GISTs and thie Jocal Emplications foe sur-
gery sire more critieal A fallow-up pobicy may be an optian, to be
dliscassed with the petlent, 1o the case of small lesions and when-
wver the marglenl risk 1 partieularly bigh (comenhidities, sge, el

The siandard approsch to tu =lchy In aloe is Blopey
excislon, becanse they are associated with o higher risk of progres-
winn b conbirmed an GIST [V, C). If there s an abdaminal neadule
net amenable 1o endoscopic w lag picilapara-
lmic excsion |8 the standard approach. IF there is & mass,

power fiekd (HPF} acea]. Mutations] asalysis for knewn nase-
tiahs invalving KIT and PDGFRA can confieen the diagnosis of
GIST, If douhthl (pantleularly in rase COLENDOG] -tegative
suspect GLET). Mutatiomal analyss has o predictive mlue for sen-
altivity to moleculir-targeted therapy and 1o progriostis velue. 1t
lclissbon in the dlagnostic wark-up of all G15Ts sheulsd be con-
slibered standard practice (11, A] (with the possisle exclusson of
< 2em nen-rectad GI5 Ty, which are very unlikely ever 1o be can-
didetes for medical treatment), Centralisation of nvutsional
annlysls in a laboratory ensolled i an external quality assarance
prrogrameme: and with expertise in the dissse may be wseful.
Cenaralised pailbalogical diaprasis s mere sirongly recom-
menided far KITYPOGFRA WT GIST, to confirm the ddsgnusis of
GIST with an expert pathaloglst #1 & reference centre, In KITY
POGFRA/BEAF WT GIST, Immanshisochamisry for SOHB i
donte to identlfy SDH-deficiest GIST, 1n quadruple-negative
GIST (EITPDGERAREARSDH], an unrecognlsed underlylng
NF) syndranse shoukl be excluded |2]. The coBectlon of fresh
fromen tssue I encousaed, 1o diow new moleculer patholagy
naseninients to be made at a later sage, Infnemed consent for
fumenr starige {ddhering ta local and internstional gaidelines)
showld be soughs, esabiling ler analyses and research,
Multidisciphinary treatmesi plasining is needed, invebving pathal-
aglee, padinloglsts, sangeans and. isedical encobagises, as well s gas-
troemieraloglsis, nuclear medicoe specialisis, eic, @ applicable,
Managrment shoukd b carrled st in reference céntres fior sircanus
and GIETs andros within reforence networks shurng eukidiscipli-
nary axperilse and treatlag & high number of patients anmlly.

 Staging and risk assessmant
The reviied Unlon for Inernational Cancer Control tumeur,
naile and metastasis dasstfication of maligrant tureaurs (U100
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Gel, ghade of ecormmendetior; IHE, Immeunnhimochemiing: Lok, kel
ol eddenie BGS, nesd gafatilian leguencing POGRRS, plobele-derked
grenh daree recepbar alpna SOH. Lednais defydrogarass,

THM &), inearporates the main prognastic factors bn GIET (iee
Tahle 2] (10].

Prognostle facbars are the milolic mle, wmour size and
tamour site (gastric GISTs have o betier progools than senall
ol or rectal GLST). Tumaonr ruptire is an additional sdvers:
prognostic fictar and should be recorded, sogardbess of whether
it took place befare ar during susgery. Mutational siatus has nos
Ieens incoeparaned In oy Helt elessification at present, shbough
same genotypes have a distinct ratural history and, sbove all;
KTTIPOGERA W GIS T have peculiar clincal pr i and
eotirie, Lacalleed GIST swith PIGER D842Y mutatiog are gEnEr-
ally mssticivied with a goved prognosls end reslssance b imatinib,

Several rlsk classifications have been proposed, A widely used
risk clissificntion was proposed by the Armed Forces sttt of
Pathology, which |mcorporates the primary mitetlc count,
nemsaisr e and tamour sie, Le. the thiee mdin progaosile fc.
tivra in Jocabised GISTs (11, 12]- A nomogram willlslig all three
criterin b bwen develeped on another serien [13]. When using
these teals, It |s Impartant 10 appreciste thet the mitatic Imdex
amd tumour slee are man-lines, condineous varlables, sa that
thrashalds sre Enterpreved wisaly, Prognesii conbaur 1maps were
generated through a pool of series of GIZT petberts mat treted
weitle miljavant therapry, which Ineorposate the mitotic index and
fufnour slee as conbtinuead noen-Hnenr verlables, while tamaur
rupare I cansidened im addi amnur site [14], They have
Iseen validated against d reference serlim

Suaging procedunes conalder that most relapses affect the perite-
meurm and the liver, Contrast-enhenced abdominal gnid pehvic CT
sean |8 the levestigation of ehalce for staging and follow-up, MRED
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ST, gamsaimiticd stiemil himoun WP, rewcfbeamatoss fpe 1)
POCFRS, platelm-deitand growih femes Blohlk THY, Wmcur rode,
matagiass TPA%, oumar prarn 53 LICE, Uinks fre Imemannng Canser
Contrel

Mdfied fram [10] wiih permisaion from Jobe, Wley & Sors, e,

maay ba an alietnative, Far poctal GISTs, MR provides better pre-
aperative maglng information. Chest CT scan and rowtine labara.
lory  lesling ."E._._w__u._._n_.__. the staging s_‘._u..n.c_u of  the
agympromatie patlent, The evalumbon of Huerodenxyglucose
[FDE) upioke vsing an FOG-pasitron emision tnmography
{FET] scan, ar FOG-FET=CTMRL, is usehl mainly when early
detection of the tumetr respanse fo meleoaler-mrgeted cherapy is
afapecial Inerest,

Management of local/locoregional disease

(see Figure 1}
The standasd treatment of locablsed GISTs is complete surgical
axclainn of the lesion, with no dissection of clinically negative
bymph nedes (108 AL IF laparcsceple exclsban is planned, the
technigue needs 1o follow the principles of oncolagicsl surgery
|00, Al [13]. A liparoseapie approach i clearly ddseouraped in
patiends who have large tansaurs, because of the risk of tumour
rupawre, which ls gssociated with n very high risk of relapse. RO
exciston 16 the goal (Le, an siclilon whose marging are chear aff
tunsaus calls), When RO surgery Implies major funciiona seque-
lae, and preaperidive medical treatment is not effective, the deci-
gon can be made with the patient 0 accept _....._:_7? Ri
(micrascopleslly positive) eoergine [IV, B), This {8 even mare
aeceprablo far lodw-risk lesdons, gven the lack of any formal dem-
onstralion that BRI sungery i associated with o worse overall

0 | Casal et al
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Figare 1. Managemant of incallacangional GIST
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survbinl {08), If B1 excision wns alresdy cirbed out. te-excision
may be an A_Tru_.r E‘._:_r._ﬂ_ the ariginal ste of ksbon R [
foaimsd, and majos Functional sequelae are net foreseen,

The risk of relapse can be substantizl, ar defined by avallabie
risk clasilfcations. Adjuvant with imating foc 3 years
way appocinted with a relapae-free survival (RPS) and OF advane-
g in cunparisu with | year ::.__n:_u__:___ _n.:.__..u.u_w patientsina
randornised trial [16], Praviusly, a placdbo-conralled trial dem-
nestrated that imsatinib dosed for & planned duration of 1 yeas
oy prolong RPS In locallsed GLSTy having o diameter = 3em
with n macrescoploally comiplete resection [17], Therefore, adjus
vank therapy with imatinlls for 3 years (s the standard treatment
for patients with & slgriicant elsk of relapee |1 Al A shsared
decisinn-rnaking process i peeded when the riek Iy ntermediae
[18]. Randomised clinical stisdies are ovgaing 1o vest banger dura-
thosw af adjuvent therapy 16 GISTa

Thie benefis assocdaced of sdjuvant inasinib may vary according
ta the tvpe of KITYPDGFRA mutation. being greater in patients
with KIT exon 11 deletion mudations [19, 20]. Mutntions] wnaly-
sis {3 critical o make a clinical decision abaut adjuvant therapy,
There i n censensus that PDGFEA DELV-mutated GISTs should
ot be treated with any sdjuvant therapry, given the lack of sensi-
tivity of shis gemotype boal im vitro and iy vive [IV, D), Given the
dats papporting the wse of 4 higher doss of lmatinih (400 mp
daily} in the case of &n cxon 9 KIT muiation h advanced GIST,
sy cxpert clindcians prefer to use this dose gven in the adjuvant
saltlng for this genetype [EL B) [21=23], Begalatary constraing
may Hmit this practiee, which 1s currently wot sappomed In the
ndjuvnng setting by controlied 1riale

‘Wiah regard 1o so called KIT/POGERABRAFWT GIST, there lin
copanius v vnhding adjuvent treatment in NE{-related and SDH
-.ﬂ:Em_.s._.__._.n-_mi GIETs [IV: 1), Thils rellects teelr kack al sensi
tlvity 1o imalinih and oiher approved tyresine kioase inhibiine
{TKIs) in the achvariced seitlng, as well n their pecudiar natural his
sovy, which ls ofhen mare indolet, Subgroup analvees of mvailshle
randnmised triels ere, however, tea limited b provide sulfcient evi-
desce. Burapimn and Inberaingal conperation would be vitel
deterinine best proctices b the exeredingy mre paediatrie GIST,

Tn cnse of tumeir ruptare at the e ol surgery, there naplllage
af tumour cells inta the peritoneal cavity; therefore, oeoult perito-
neal disease can be pasurmed ta etist, This puts the patient at a very
high thik af peritones] relapse |24]. Therefore, thee patients
whoaild be eansbdered for imatinih therapy [IV, Al The pptlnal
duretion of trentment |n these cases b urknesn, given the unser
inlmty whether these ¢olls shoubd be consldered as metassatic,

I7 160 surgery is nod feasihle, ar it could be achieved theough les
mukllatlngfuncibon-sparlng sugery In the cose of valumsetric
reduction {ihis includes total gasisecromy and all other majer
procedures), pre-treatisent with lmstinib 4 standard [0, A
|25, 26]. ‘This may asa be (e case i the surgean believes (has the
susghenl resection Is sfer sfter cytoreduction (eg. the rlsk of
blerding and tumsowr napruse bs decresed). & shortenming may
b kst lnck of reliahle miedic eounting for sceusate risk sratifica-
ting far adpuvant postoperative therapy, A blapsy with histolegl-
cal amd mutatianal byses i récar §¢d 1o confirm the
histalogical diegnosis, 10 exclude resistant genntypes to cherapy
with imatindh (eg. POGFEA D842V mutatinns) and to proposs
the BOO mg imatinib dose for less sensitive KTT eoan 9 mutations,
Fallowing maximal tamour response, generally afier 6

Arnals of Oncology

12 mondhe, swrgery le sarebol awt, Early mmour response nsenss
mant is required to svold dleving surgery in the case of non-
vesponding disease. Functional imaging makes it pessible to
aeéeks the bamenr response very rapidly, within a few weeks, par-
tbeubacly in the absence of mutatianal analysis. There are limited
data ti guide the physician on when 1o stop imatinil treatment
hefore mirgery: howevar, it &an bae safely stopped & fow days or
even one dey before sungdry and can be resumed prompely when
the patient recovers from sargery,

Insatingh is the siandand ireatment for lacally advanced inoperihle
and metnitmtic disense |1, A] |27=<300, 0s well a3 for patlents previ-
vanily treated with adjuwant imatinib who did not reapse whils
receiving It Jeatinibs & also the sandand treatment for patients
with metustatle disease wha have hed all legons remeved surgi-
cilly, although surgery s not recommended as @ primary
apprasch in the metasatic selting, The stasdard dase of imating
is 400 mg deily [L, Al However, detn have shinen that petienss
with iwsmauss harbouring the KN excn % mutation have signifi-
canily hetter progressian-free sarvival (PES) on a higher dose
Bewel, e, BOOmp dadly, which I8 therefore lsld e slandard treas-
mant fn this subgroap (10, B] |31], Patients with a FIGERA
Dzl maitatlen are geserally insensitive to imatinib [32] and
ather TKIr and ase, therefore, carsdidates for clinical studies on
new dgents tangeling this matatlon, 18l dingbiful whether patients
with so-called WT S[Hdefciont GIST beoefrt bom avallable
‘TEls, though there are raports of nctivity of panitinib [ 53],

In the matdstatic setting, treabment with inssinib should be
combinaed indefinively, singe treatmsent migirugitian is generally
follawed by relatively rapld tumoar progressien, even when
lesiong have been previously surgically excised |1, A] [H], When
trepirnent ls started, the patlent should be alerted 1o the impor-
tanee of campliasnce with therapy, s well as interactions with
concomitant mvedications and foods, and the best ways 1o handle
slde offiecta, Dinsd indonsity should be maimialned by proper man-
spemdint of side effects, and n correct palicy of dose reductiona
and Inserrupiians sheald be applied in the case of excessive, per-
btent Laxlelly, Beirospecilve data suggest thal subeptimal
plapmn bevels of fmatinib are assucinied with & worse oatcoms,
althuugh & coerélation with the subcome has never boen estab-
lished prospectively [35], Aside from its potertial use to tailor the
[matinit dose, assessment of plasma leved may be useful in the
cisw wft (1] patietite receiving comcemitant medications that put
thens it o tlsk of major interaciints or patbeids with previous par-
glead resecilons able io décrense plasma levels; Gl) anexpecied
ohacrvod tugieitles and (i1} progressiun on 400 mp, to retianally
Betal thye plysécian in increase the dose ba 800 mp daily,

Close mnnitaring of the tumnar response shoald be carrled
bt In the early phases of treatment. Fallowsup shoukd be comtin-
ued throughnut the trentmeit, sloce tle risk of secardary pro-
gression peralsts ever timwe, Complete excision of residual
malastatic diseand has botn shown 1o be assodated with & geod
prngnnsis, provided the patieri 18 respending o dmatinib, b it
has mever hees demansmbed prospectively whether this i due o
sutgery us to patient sclection |26-39], Randamised triaks did not
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W previously Treated with 00 mg st i Gt
5, best supportree care 5T, gastrownsestingl sromal tumcr; PO, progressive disesse: PR, parmial imsponse; S0, stable divease; TV, Tysusine kinas: inkibitor.

Figura 2. Managemeni of adwsnced/metasatic GI5T
“Surgery of krited progression may be consdesed
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prave feasihle [happed early becaust of flow aconaal?, excépt for
a emall positive tral in whick all patients had perttonesd discase
|40, Thiss, the surgical optian should be lndividualised after
.._._uE"_._w._r._n decislisn with the patient in the case of uncertainty
1100, ). Burgical exclsion of progressing disease has not been ba-
efictal i publiched retrospective serlen, bat surgery af lmited
progresslan, such as the 'nodube within a mass’, has beem assaci-
ated with a PFS [ the same range & Bnr second-Hne meniment
with gurdtingd, Therefore, this iy be o palliative aption for an
Indlivlcdial patient with limived progresséon, while cantlouing
Imntinlb |1V, €], Noa-surgical procedures (e, local tréatmens,
sich #s ablations or palllative radintherapy) nsay be sebected. [n
the case of fumenr pragression on 400 mg, an option may be to
Ierense e mating dess o 800 mg daily (10, B, with the excep.
tiop of insensitive matations (if treated with the lower dose) [27-
50). Dose emadation 8 particularly wiefal bn the case of & KIT
exon 9 mutated GIST {iFa higher dose was not selocted fram the
beginming), possibly in the case of changes in drug plarmacaki-
mtics ever tinse, o In the case of some modecular secondary alter-
b, Palse progresdon on imaging should be ruled ol duwe 10
the response patterns (see below), Also, patient ron-compliance
shaudd be raled owt as a possible caase of tumour progression,
well as dinag intberdctians with concamltant medicatior,

1 the case of confirmed progression or rare Inelerance on
imatiail (after attempts to manige side ¢ffects through expert
advice, explaiting dese réductions aod possibly plasms leeel
ausessmenitl, standard secund-ling trastment |5 amother TKI,
pardtinib [8, A] [41], The drug was preved effective it terms of
PFS following & “4weeks on!2weeks off raglmin, Tata have

shown thal 8 comtlnwausly desed dilly cral reghmen with o lawer i

daily dose (37,5 mg) is effective snd wll 1elorated, although no
formal eamparison has been carried cut within 4 rendomised
elinlenl trinl [£2), This schedude could therefare he conaldered an
aptian on an individualised baals [T ]

After confirmed progression on dunitlail, o prespecive
placeba-comralled randamised trial preved thar regrrafenib, at
the dose of 186 mg daily for 3 aut of every dweeks, an signl-
ficanily praleng PFS, This theragy. as i becomes routinely svail-
able, Is therefore standund third-line thergpy Far patients
progressiig on or failing to resparsd to lmatinlb and sanitinlb L
A 43}

Patients with a metatatic GIST should be consliared for par-
theipativn In clinical trials of new theraples or combinations.
Thiere Is contrnlbed evidence that paiberts whi have alresdy pro-
grussed ot imatindh may benefit when re-challenged with the
e drug [44], Likewlse, there is evidence thas continulag n
treatment with 2 TEL even in the e of progressive dlseas:, may
slow deown progresslen as oppesed ta stopping it [F no other
option s mvailable gt the fime), at lesst in 4 proportivn of patients
weith & slnw progression, Therefore, re-challenge or coptinustion
al sreatment beyond progression with imatinib to which the
petienit bsas alreacy been exposed s en aptbon |1, B, On the otbar
hand, the use of combinations of TEIs outside of clinical studio
sheuld be discouraged. becnuse af the potential for conalderable
woxleity. Several TKls have been tested in uncontrolbed phase [0
triads In imatinib-reslsant patients, with abeervatbans of sctivity
imonly a fraction of votd patients.
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Response evaluntion is comiplex, and cacly progression, in partic-
wlar, should be confirmed by an experienced team, ABtilamour
actlyity tracslwes it tumoar sheinkage in most patients, but
st paients may show changes naly o tumour density on CT
scam, ur these changes may precede deliyed umour shrinkage,
These chaniges in rumour eedlstopleal appearance should be con-
shilereid a8 the tumour résponag, Bvea an incredse in the bumede
wire may be indlcatbve of the temaus fespansy i the luimaur dens
wity an CT seats s deereared [45], The "appeamiee’ aof new besions
cualld i be due o the edsier deteetion of loss densi lumours.
Therefare. hodh tumour ikee and tumaur denslty oa CT scan, e
comulsient changes ln MRL of eontrast-enhanced ultrasound,
shuild be considened as criberia fur tumusur responss, Ar FIRG-
PET sean has proven 10 be highly sensitive in eatly assessment of
tupnnur respapse and may be usefal i cases where thete ls douht,
ur when early predictivn of the response I particularly useful
(g preaperstive cytopeductive treatmends) [48]. However, &
smadl proparting of G197 hive Bo FDG uplake, The absence of
tubnear progression alter & mamhs of trestment is abso consid-
ered i tumous response [47], On the other hand, tumour pra-
pression may pot be aceompanied |y changes in the lansour size,
In fect, somne Increase in the tumoar denssty within tusmcar
beslomi may be Indicative of tamour peogresstnn, A tpploal pros
gresslon paibern s the ‘module within the mass', by which a par-
il of 0 sesponding besion becemaes hyperdinse |42].

Ther¢ nre no published dain to indicate the optimal rowing
follow-ug palicy of sargically treased patients with localised dis-
cnse. Belapies occur mese often o the liver andior peritosicam
{other sites af metaninzes, includieg hone beslons and niber sites,
iy be lass pare along il course of metastatic disease treated
with several lines of therapyl. The mibotic rare likely ofects the
ipeed ot which relapses teke place, Rlsk sssessment hiased om the
mltutie count, temour slee aned tumaur site may be wiefal bn
chuasiing the routine fallow.up palley. High-risk patieis gener-
ally e a relagse within 1=3 years from the end of adpavent ther-
afy. Lovw=ridk patbents oty have & relapee later, although this ls
mvich lesa likely. Roudne follew-up schidubes differ across
natltutions,

‘Thie aptimal fullaw-up schedules are not known, As an exim-
ple. Its some Institutions, high-risk patients undergo a rowine
follaw-ip with an abuleaminal ©T sean or MRE every 3=8 manths
foe 3 yenrs dusing wdlavant therapy (it a tighiter clinical follaw-
up due tu the need to manage the side effects of adjuvant ther-
apy?, wnless contraimalicated, then om cessatlon of adpovant ther-
apy every Aenenths for 2 yencs, then every & mnisths wntil 5 years
from stopping adfusant tsermpy, and aanueily for an addisicnal
5 ywar.

Fust lowi-riak tumieurs, the usefubness of o roatine follow-ap i
nal knowis i selected, this may be carried out with abdeminal
1 scan ar MR eg. every 611 meaths e § yean

Wery Inw-rish GISTs probably do pat requlte routlse Ballow-
up, although the risk i not wero. X-rey exposure I & facior to
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conslder, especially in low-risk GIST, with abdeminal MRL being
an albernative [49].

Theest Clieeal Practioe Guldelines have been produced by ESMO In
purtnership with IURACAN, the Eurapedns Referene Netwark for
pire it wolid cancers. These Clinkcal Practice Guidelines were
develuped m aecordance with the ESMO slandasd opesating proc-
diires for Ulinkcal Practice Guldelines dendbopeent [hbips! s,
eimaorgCuidellne ESMO-Gulddines-Mathodolagyl, They s
coteeived 10 provide the standerd appraach 1o dhignesis, treatment
el mapvivarnship o sarceoing and GLETs, Reoomitended infervens
tlens are intended to comespand to ihe ‘smndand” appraaches,
agzording e current catisensus dmmong the Buropean multidiscipli-
niry sarcama samiunity of experts, These are represenced by the
marabers of the ESMO Sarcama Faculty and expents eppeinted by
all instiutlons belongmp to the Sarcoma domain of EURACAN.
Expetiimestal itgerventions consldered 10 be beneficial are labelied
s ‘lnvestigntienal’. Diher noa-sandard approaches may he

proposed o the singhe patient as ‘opions’ for & saaced patient-
physkcian dedsion n conditions of unceraieay, as long s some
supporting  evidence [though oot concluslve) i available,
Algarithims accotpany the text, covering the main apical presenta-
tians al disease, and are meeant to gaide the wier thrcughout the
text, The relievan literature kas been selected by the expert authions
A susritmary of becomstmenidations 13 shawn in Table 3, Levels o evi-
darien wmd grades af prenmmendation hise been applied using the
systen shown in Table 4. Swaberriets without praling were consid-
ered justified stanchind clinleal pracilce by the experts.
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