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HER-2 low karcinom prsu je nazev pro zcela heterogenni podskupinu karcinomu prsu,
jejimz spole¢nym znakem je nizkd az stfedni exprese HER-2 receptoru nespliujici kritéria
tzv. HER-2 pozitivity (HER-2 low nadory jsou definovany jako nadory s expresi HER2 na
urovni 1+ nebo 2+ a soucasné ISH negativni). Pro tuto skupinu je charakteristickd vysoka
[éc¢ebnd Ucinnost protilatkovych konjugétd schopnych vyvolavat bystander efekt (ADC
3. generace, predevsim trastuzumab-deruxtecan) oproti starsim ADC bez této schopnosti
(T-DM1) @ monoklondlnim protilatkdm (trastuzumab, pertuzumab, margetuximab), které
vzhledem k absenci onkogenni HER-2 signalizace u HER-2 low tumor(i maji Gi¢innost témér
nulovou. Kromé HER-2 low nadorG prsu dale mizeme definovat i podtyp ,HER-2 ultra
low” (IHC na urovni nekompletniho a slabého barveni u < nez 10% nadorovych bunék),
u kterého je téz zaznamendna ucinnost T-DXd. Vzhledem k ¢asté HER-2 heterogenité
v Case nadale narGsta potieba pravidelnych rebiopsii ke znovuzhodnoceni stavu HER-2
exprese a z toho plynouci moznosti zahdjeni terapie pomoci T-DXd i v pozdéjsich fazich
[é¢by metastatického karcinomu prsu s pfiznivym ovlivnénim prognézy.

Kli¢ova slova: subtypy karcinomu prsu, HER-2 low, ADC (konjugét protildtka-cytosta-
tikum), trastuzumab-deruxtecan (T-DXd), bystander efekt, intersticialni pneumonitida.

HER-2 low breast cancer

HER-2 low breast cancer is newly established term of completely heterogeneous subgroup
of breast cancer sharing one common phenotype which is low to moderate expression
of HER-2 protein and not meeting criteria for HER-2 positivity. The specific attribute of
this subgroup is high responsiveness to antibody-drug conjugates (ADC’s) that can cause
bystander killing effect (ADC’s of the 3" generation - especially T-DXd) in comparison to
older ADC’s lacking this disposition (T-DM1) and to monoclonal antibodies (trastuzumab,
pertuzumab, margetuximab) with almost zero efficacy due to the absence of oncogenic
HER-2 signalling in HER-2 low tumours. HER-2 ultra-low subtype is defined as <10% of
infiltrating cancer cells showing incomplete and faint/weak membrane staining with
proven efficacy of T-DXd as well. Due to the frequent HER-2 heterogenity during the course
of time the re-biopsy approach is of crucial importance to reassess the up-to-date HER-2
status enabling subsequent treatment with T-DXd.

Key words: breast cancer subtypes, HER-2 low, ADC (antibody-drug conjugate),
trastuzumab-deruxtecan (T-DXd), bystander effect, intersticial pneumonitis.

Uvod

Subtypy karcinomu prsu a definice
HER-2 low karcinomu prsu

Karcinom prsu je heterogenni skupina na-
doru lisicich se pdvodem vzniku, genovym pro-
filem, mirou transkripce klicovych onkogen( (na
urovni mRNA), klinickym chovénim, pfirozenym
prdbéhem nemocii citlivosti/rezistenci k riznym

modalitdm lé¢by. V klinické praxi se dle exprese
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estrogenovych (ER) a progesteronovych recep-
tord (PR) a dle exprese HER-2 receptoru roz-
déluji na nddory luminalni (Luminal-A s niz$im
stupném proliferace, lepsi mirou diferenciace,
vysokou expresi ER/PR, negativitou HER-2 a lepsi
prognézou versus Luminal-B nddory s agresiv-
néjsimi charakteristikami a/nebo s pfitomnou
expresi HER-2 a horsi prognézou), nadory HER-2
pozitivni (bez exprese hormonélnich receptor(i -

HR - tzv. subtyp HER-2 enriched, nebo s expresi
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