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SOUHRN

Gastrointestinalni stromalni tumor (GIST) je v soucasné dobé vniman jako skupina molekularné geneticky-heterogennich nadord, které spojuje obdobna mor-
fologie, imunoexprese proteinu KIT a pravdépodobny plivod z tkdrového prekurzoru intersticidlnich Cajalovych bunék. GISTy Ize délit podle imunoexprese
beta podjednotky sukcinatdehydrogenazy (SDHB) na SDHB-pozitivni (zahrnujici GISTy s mutaci KIT, PDGFRA, NF1) a SDHB-deficientni (zahrnujici syndrom
Carneyho a Stratakisové, Carneyho trias a nékteré sporadické détské i adultni GISTy). Jednotlivé molekuldrni podtypy se od sebe lisi jak biologickym chovanim,
tak odezvou na terapii inhibitory tyrozinkindz, kterd je indikovana v pfipadé metastatického rozsevu nebo v piipadé nadoru s vysokym rizikem agresivniho
chovani. | pres existenci nékolika prognostickych systému vsak dosud neni algoritmus indikace pacienta k systémové terapii jednoznacné stanoven. Farmako-
genomika slavi Uspéchy ve vyvoji latek Gcinnych v terapii GISTU primarné rezistentnich na imatinib (GISTy se substituci Asp842Val v exonu 18 genu PDGFRA
nebo SDHB-deficientni GISTy), ale i v prekonavani sekundarni rezistence zplsobené sekundarni mutaci, kterd muze postihovat jak geny kédujici receptorové
tyrozinkinazy, tak dalsi molekuly v postizené signalni kaskadé. Prospektivné se pocita s raciondlnim molekuldrnim cilenim terapie na zékladé komplexniho
molekularné-genetického vysetfeni tumoru. Pro detekci sekundérnich mutaci, které mohou byt pfitomné pouze v nékterych bunéénych klonech, Ize vyuzit
analyzy DNA cirkulujici v periferni krvi.
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Gastrointestinal stromal tumor (GIST): Advances in 2013

SUMMARY

Gastrointestinal stromal tumors (GIST) are currently regarded as a heterogenous group of tumors sharing common histological appearance, KIT immunopo-
sitivity and supposed origin from tissue progenitor cells capable of differentiation into the phenotype of Cajal interstitial cells. GISTs can be divided according
to immunoexpression of the beta subunit of mitochondrial enzyme succinate dehydrogenase (SDHB) to SDHB-positive (encompassing KIT, PDGFRA and NF1
mutated GISTs), and SDHB-deficient GISTs (including Carney-Stratakis syndrome, Carney triad, sporadic pediatric GISTs, and a small subset of sporadic adult
GISTs). The individual molecular subtypes differ in biological behavior and in their response to systemic targeted therapy, which is indicated in metastatic GISTs
or in tumors with high risk of recurrence. Although several risk-stratification classifications have been developed, strictly defined criteria to identify patients at
risk are still lacking. Pharmacogenomics have been successful in designing drugs to overcome not only the primary resistance of GISTs to the action of imatinib
(e.g. GISTs with a substitution of Asp842Val in exon 18 PDGFRA or SDHB-deficient GISTs), but also the secondary resistance caused by secondary mutation of
a gene encoding either the receptor tyrosine kinase or other molecules involved in the respective signalling cascade. Future directions concentrate on rational
molecular targeting for systemic therapy based on complex genetic investigation of the tumor. Peripheral blood is planned to be used as a source of informa-
tion for genetic events responsible for the secondary resistance of metastatic tumors.
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Vzhledem k tomu, Ze vycerpdvajici shrnuti nejdalezitéjsich
poznatkd o molekularni diagnostice GISTu bylo na strankéch to-
hoto ¢asopisu publikovéano pred dvéma lety, klade si tento pfi-
spévek za cil pouze informovat o novych pohledech a objevech,
které ovlivnily diagnostiku do konce roku 2013 (1).
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Za zcela zasadni Ize povazovat objasnéni role mitochondrialni-
ho enzymu sukcinatdehydrogendzy v kategorii GISTU bez mutaci
v genech kédujicich receptorové tyrozinkindzy (RTK) KIT a PDGFRA
(tzv. KIT/PDGFRA wt GISTG). Tento poznatek ved| ke zméné klasifi-
kace GISTU, které dnes jiz nejsou povazovany za jeden typ nadoru,
ale spise za skupinu nador( charakterizovanych podobnou mor-
fologii, expresi proteinu KIT (ve vétsiné pfipadl) a pravdépodob-
nym plvodem ze stejného bunécného prekurzoru.

Klasifika¢ni zmény se promitly i do vyvoje novych terapeu-
tickych postupd umoziujicich systémovou terapii i u tumord
neodpovidajich na dnes jiz béZnou terapii inhibitory RTK (TKI).
| v kategorii ,klasickych” GISTU se vsak dale na zékladech mo-
lekularni genetiky rozvijeji farmakologické postupy pro preko-
nani primarni ¢i sekundarni rezistence v(ci klasické terapii ima-
tinibem.
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