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Moznosti a opodstatnénost znovunasazeni
anti-EGFR lécby u predlécenych RAS wild
pokrocilych kolorektalnich karcinomti
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Selhani anti-EGFR 1é¢by u pokrocilych RAS wild kolorektalnich karcinomu v inicialnich liniich Ié¢by nemusi zdaleka znamenat jeji
trvalou a definitivni neefektivitu. MoZnosti je znovunasazeni anti-EGFR |é¢by po pfedchozi progresi (rechallenge). Dalsi moznosti
opétné inicializace antiEGFR |écby je v pfipadé po predchozim preruseni z jinych dlvodd, nez je progrese (reintrodukce). Nebo
se mUze uplatnit sekvence, tj. rotace mezi dvéma rliznymi anti-EGFR blokatory. A posledni moznosti opétné aplikace anti EGFR
[é¢by je snaha o prekondni rezistence anti-EGFR |écby navysenim jeji davky (eskalace) nebo moznost kontinudini EGFR blokady.
Jsou k dispozici klinicka data, kterd dokazuji, ze zejména po preruseni primarni anti-EGFR [é¢by a nasledné odlisné 1é¢bé opravdu
dochazi ke znovunabyti senzitivity vici této antiEGFR terapii. A to zménou zastoupeni EGFR pozitivnich RAS wild nadorovych
bunék. K tomu dochazi béhem jiné, vmezetené terapie, ktera je bazi efektu odliSného, nez je EGFR blokada. Pfedpokladem efektu
znovunasazené anti-EGFR Iécby je vsak jeji efektivita béhem jeji predchozi, tj. primarni aplikace.
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Options and rationale for reinstituting anti-EGFR therapy in pretreated RAS wild-type advanced colorectal carcinomas

Failure of anti-EGFR therapy in advanced RAS wild-type colorectal carcinoma at the initial lines of treatment may not necessarily
mean its permanent and definitive inefficacy. One option is retreatment with anti-EGFR based therapies after previous progression
(i.e., rechallenge). Another option is to reinitiate anti-EGFR treatment after previous discontinuation for a reason other than pro-
gression (i.e., reintroduction). Alternatively, sequential treatment can be used, i.e., switching between various anti-EGFR agents.
A last option is to reinstitute anti-EGFR treatment in an effort to overcome the resistance of anti-EGFR therapy by dose escalation
or continuous EGFR blockade. There are clinical data demonstrating that, particularly after discontinuation of primary anti-EGFR
treatment and subsequent different treatment, restoration of sensitivity to the anti-EGFR therapy does occur. This is done by
a change in the proportion of EGFR-positive, RAS wild-type tumour cells. This occurs during another, intercalated therapy, which
is the basis of an effect different from EGFR blockade. However, for the reinstituted anti-EGFR therapy to be effective, efficacy
during its previous, i.e., primary, administration is a prerequisite.
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Uvod

Metastaticky kolorektdlni karcinom je
chorobou, u které se primérné preziti z po-
slednich 20 let vice neZ zdvojnésobilo na cca
30 mésicl, nicméné az na naprosté vyjimky

zUstava chorobou trvale nevylécitelnou.
Mezinarodni organizace European Society
for Medical Oncology (ESMO) a National
Comprehensive Cancer Network (NCCN)
doporucuji v prvych liniich paliativni |é¢by

kombinace chemoterapeutickych rezimi
FOLFOX, FOLFIRI ¢i FOLFOXIRI s biologicky-
mi cilenymi preparaty. Z jiz dfive prezento-
vanych klinickych studii FIRE (1) a PEAK (2)
se jevi u pacientll s RAS nemutovanym po-
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