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Prediktivni diagnostika u karcinomu prsu
— co je nového pro rok 2018?

Ales Ryska

Fingerlandav ustav patologie LF UK a FN, Hradec Krdlové

SOUHRN

Prediktivni diagnostika karcinomu prsu pfinasi fadu novinek, nejvétsi zmény se - pfinejmensim v podminkéch Ceské republiky - tykaji detekce HER2 - tedy dia-
gnostiky overexprese onkoproteinu HER-2/neu, resp. amplifikace genu c-erbB-2. V CR je rutinné provadéno primarni testovani pomoci imunohistochemie, ktera
je doplnéna v indikovanych pfipadech in situ hybridizaci. V roce 2013 doslo k aktualizaci pravidel - snizeni relativniho podilu nddorovych bunék pro stanoveni
imunohistochemické HER2 pozitivity z plivodnich 30 % na 10 %, hranice pro stanoveni amplifikace genu se posunula z HER2/CEP17 hodnoty 2,2 na 2,0. Doslo
také ke zméné kritérii pro vyhodnoceni exprese jako 2+. Tyto zmény vedly k pomérné vyznamnému narlistu poctu piipadt hodnocenych jako ,hrani¢ni” ¢i
Jneurcité’, a tim k navyseni pripadt vyzadujicich doplnéni in situ hybridizace. Aby bylo snizeno riziko falesné negativnich i falesné pozitivnich vysledkd, je pro
finalni potvrzeni HER2 pozitivity pfed zahajenim cilené terapie provadéno v CR ovéfeni v siti tzv. referen¢nich laboratofi.

U core-cut biopsie je vysetreni HER2 vhodné provadét prakticky vzdy, zcela nezbytné je u nemocnych podstupujicich neoadjuvantni systémovou lé¢bu. U ne-
mocnych primdrné l1é¢enych chirurgicky Ize vysetfeni molekuldrnich prediktivnich marker? provést az z definitivniho resekatu. Je vsak treba vzit v Gvahu, ze
presnost stanoveni nékterych parametrli v core-cut biopsii miize byt limitovang, i bez ovlivnéni neoadjuvantni chemoterapii (NACHT) dosahuje shoda grade
v core-cut vzorku a v definitivnim resekétu jen 67 %, shoda v presné histologickeé typizaci pak 84 %; shoda v hodnoceni exprese HER2 dosahuje mezi punkénimi
vzorky a resekaty nad 90%. Pfi pozitivnim vysledku HER2 v core-cut biopsii jiz neni nezbytné opakovani vysetreni z resekatu, naproti tomu pii negativnim vy-
sledku HER2 v core-cut biopsii je doporuceno opakovani vysetieni z resekatu, aby bylo eliminovano, resp. minimalizovano riziko falesné negativniho vysledku.
Pravdépodobnost patologické kompletni odpovédi (pCR) je rdzna u jednotlivych molekuldrnich subtypd karcinomu prsu - u triple-negativnich a HER2+ karci-
nom prsu dosahuje 27-51 %, u hormonalné dependentnich nadord, zejména téch s nizkou prolifera¢ni aktivitou, je vyznamné nizsi. | v rdmci skupiny HER2+
karcinomu se pravdépodobnost pCR lisi. HER2+ karcinomy se soucasnou expresi ER a PR maji procento pCR nizsi nez nadory HER2+ bez koexprese hormonal-
nich receptoru. Karcinomy s expresi vysokomolekularnich keratint (CK14, CK 5/6) s bazalnim fenotypem nebo nadory s mutaci genti HER2/AKT signalni drahy
(PI3K, PTEN) maji rovnéz nizsi odpovéd na lécbu a horsi prognézu.
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Predictive diagnosis in breast cancer - What's new in 2018?

SUMMARY

Detection of predictive markers in breast carcinoma has undergone significant changes, the most important ones - at least in the context of Czech Republic -
are related to the detection of HER2 - detection of both over-expression of oncoprotein HER-2/neu and amplification of the c-erbB-2 gene, respectively. In the
Czech Republic, immunohistochemical testing is performed as a method of first choice, followed, if needed, by in situ hybridization. The update of the guidelines
published in 2013 decreased the threshold for positive tumor cells from 30% to 10%, shifted the threshold for gene amplification (HER2/CEP17 ratio) from 2.2 to
2.0 and slightly changed criteria for classification of expression as 2+. These changes resulted in relatively significant increase of cases classified as ,borderline” or
,equivocal’, requiring confirmation by in situ hybridization. In order to reduce the risk of false results, the cases diagnosed as positive in small (primary) laboratories,
have to be confirmed in one of the large central laboratories. This confirmation of HER2 positivity is required before targeted therapy can be started.

HER2 testing is recommended in core-cut biopsies virtually always; it is absolutely essential in patients undergoing neoadjuvant systemic therapy. In patients
treated primarily by surgery can be the testing performed either in the core cut biopsy or in the final resection specimen. However, it should be kept in mind
that the accuracy of some parameters in the core-cut biopsies may be limited, even in cases not influenced by the neoadjuvant chemotherapy (NACHT). The
degree of concordance between results of molecular tests in the core-cut biopsy and resection specimen can achieve only 67 % and the precise concordance
of histological typing reaches only 84 %, respectively; the concordance of HER2 expression, on the other hand, reaches more than 90%. In patients with positive
HER2 result in core-cut biopsy, it is no longer required to repeat the testing in the resection specimen, whereas in case of HER2 negative core-cut biopsy, it is
required to repeat the test from resection specimen to minimize the risk of false negative result.

The probability of pathological complete response (pCR) varies in individual breast carcinoma subtypes - it reaches 27-51% in triple-negative and HER2+ cases,
while in hormone-dependent tumors, namely in those with low proliferative activity, it is significantly lower. Even within the HER2+ carcinoma subgroup, the
probability of pCR varies. HER2+ tumors co-expressing ER and PR have a lower rate of pCR than HER2+ carcinomas without co-expression of hormonal recep-
tors. Carcinomas expressing high-molecular weight keratins (CK14, CK 5/6) with basal phenotype or tumors with mutations of HER2/AKT signal pathway (PI3K,
PTEN) have also lower response to treatment and worse prognosis.
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Na piikladu karcinomu prsu Ize dobfte ilustrovat pokroky v dia-
gnostice i 1é¢bé solidnich nddord. Diky casné diagnostice (plos-
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ny screening karcinomu prsu), pokroku v chirurgii (standardni
vyuziti prs 3etficich vykond, vyuziti konceptu biopsie sentine-
lové uzliny), zavedeni imunohistochemie a in situ hybridizace
v histopatologickych vysetfenich do rutinni praxe (detekce hor-
monalnich receptor(, proliferacni aktivity, exprese a amplifika-
ce HER2), lepsimu porozuméni molekularni patogenezi nadort
a v neposledni fadé také diky uplatnéni pristupu personalizova-
né lécby se u fady nemocnych podafilo transformovat karcinom
prsu do polohy zcela vylécitelného nebo alespon chronického
a dlouhou dobu kontrolovatelného onemocnéni.
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