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Perspektivy v Iécbé méne castych mutaci
u pacientu s nemalobunéénymi karcinomy plic
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Autor prezentuje prehled aktualnich informaci, které se tykaji souc¢asného stavu diagnostiky méné castych ridicich mutaci
u nemalobunécnych karcinomu plic (NSCLC) ve spojitosti se soucasnymi moznostmi [é¢by cilené na tyto molekularni podtypy
karcinomd. Cilend [é¢ba pfinasi u vétsiny nemocnych rychlou lé¢ebnou odpovéd, prodluzuje ¢asy do progrese nadoru, prodluzuje
celkové preziti nemocnych a ma obvykle méné nezadoucich Ucinkl nez chemoterapie v pfipadné kombinaci s imunoonkologic-
kou lécbou. Vétsina karcinomd plic zavislych na onkogenech se vyskytuje u nekurakd a u mladych jedinct. V diagnostice téchto
onemocnéni se uplatnuji stale ¢astéji metody NGS a RT-PCR, tyto metody jsou schopny prokazat i pfitomnost zavaznych komutaci,
které mohou ovlivnit U¢innost cilené [é¢by, tato vysetieni se vyuzivaji i pfi opakovaném vysetieni nadorové DNA u nemocnych
po selhani plvodni cilené terapie.
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Perspectives in the treatment of less common mutations in patients with non-small cell lung carcinoma

The author presents an overview of current information regarding the state-of-the-art in diagnosing less common driver muta-
tions in non-small cell lung carcinoma (NSCLC) in association with the current options of treatment targeted at these molecular
subtypes of cancer. In the majority of patients, targeted therapy elicits a rapid treatment response, prolongs the time to tumour
progression, extends overall survival of patients, and usually has fewer adverse effects than chemotherapy in a possible combi-
nation with cancer immunotherapy. Most oncogene-dependent lung cancer occurs in non-smokers and in young individuals.
NGS and RT-PCR methods are increasingly used in diagnosing these diseases, with these methods being able to demonstrate the
presence of serious comutations that may affect the efficacy of targeted therapy; these tests are also used in repeated evaluation
of tumour DNA in patients after failure of the original targeted therapy.

Key words: next-generation sequencing, RT-PCR, targeted therapy, tyrosine kinase inhibitors, non-small cell lung carcinoma,
comutations.

Uvod

Cilend lé¢ba fady molekuldrné definova-
nych podtypd nemalobunécnych karcinomu
plic (NSCLC) se stala neodmyslitelnou soucés-
ti algoritm( diagnostiky a terapie u nemoc-
nych s metastazujicimi ¢i lokalné pokrocilymi
karcinomy plic (1, 2). V sou¢asné dobé se po-
dil pokrocilych adenokarcinom plic, které
obsahuji cilitelné mutace, jiz pfiblizuje 50 %
celkového poctu.

Obdobi cilené l1é¢by v oblasti NSCLC za-
hajili v roce 2004 Lynch a Paez z Bostonu,
ktefi prokazali i¢innost inhibitorG tyrozinki-
nazy genu EGFR u pacientl s mutacemi ge-
nu EGFR na exonech 19 a 21. Dalsi vyvoj po-
kracoval prikazem ucinnosti inhibitort ALK
u NSCLC fizenych fuzemi a produkty genu
anaplastické lymfomové kinazy. V soucasnosti
jejizvbézné klinické praxi Siroce vyuzivana fa-
da inhibitord tyrozinkinaz EGFR a ALK néko-

lika generaci. Vyvoj pokracuje objevem dal-
sich targetabilnich genetickych zmén i inhibi-
tor( cilenych na jejich onkogenni produkty.
V tomto ¢lanku se budeme vénovat pro-
blematice dalSich molekuldrnich subtypt
NSCLC, které maji méné obvyklé targetabilni
mutace, tedy naddord, jejichz biologicka akti-
vita je spojena s jinymi cilenou lé¢bou ovliv-
nitelnymi onkogennimi faktory. Zamétime se

na karcinomy fizené mutacemi ¢i fizemi gend
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