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Publikujeme v zahraničí
Milí kolegovia, 
redakcia časopisu Onkológia sa v záujme propagácie vedecko-výskumnej činnosti slovenských klinických onkológov rozhodla zaviesť novú 

rubriku „Publikujeme v zahraničí“. Sú v nej uverejňované práce, kde je prvým autorom alebo spoluautorom aspoň jeden slovenský onkológ. 
Tieto práce publikované v zahraničných karentovaných časopisoch budú uverejnené vo forme abstraktu. Postery a abstrakty zo zahraničných 
konferencií uverejníme vo forme názvu práce, kolektivu autorov a konferencie, kde bola práca prezentovaná. Dovoľujeme si vás poprosiť o spo-
luprácu a zaslanie publikovaných prác na adresu redakcie, resp. v elektronickej forme na adresu editorov tejto rubriky – Dr. Rečkovej (maryrecka@
gmail.com) alebo Dr. Mega (misomego@gmail.com). Za spoluprácu ďakujeme.
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Background: Circulating tumor cells 
(CTCs) play a crucial role in tumor dissemina-
tion and are an independent survival predic-
tor in breast cancer (BC) patients. Epithelial 
to mesenchymal transition (EMT) is involved 
in cancer invasion and metastasis. The aim of 
this study was to assess correlation between  
CTCs and expression of EMT transcription 
factors TWIST1 and SLUG in breast tumor  
tissue.

Methods: This study included 102 early BC 
patients treated by primary surgery. Peripheral 
blood mononuclear cells (PBMC) were deple-
ted of hematopoietic cells using RossetteSep™ 
negative selection kit. RNA extracted from 
CD45-depleted PBMC  was interrogated for 
expression of EMT (TWIST1, SNAIL1, SLUG, 
FOXC2 and ZEB1) and epithelial (KRT19) gene 
transcripts by qRT-PCR. Expression of TWIST1 
and SLUG in  surgical specimens was evaluated 
by immunohistochemistry and quantified by 
multiplicative score.

Results: CTCs were detected in 24.5 % pa-
tients. CTCs exhibiting only epithelial markers 
were present in 8.8 % patients, whereas CTCs 
with only EMT markers were observed in 12.8 % 
of pts and CTCs co-expressing both markers 
were detected in 2.9 % pts. We observed lack 
of correlation between CTCs and expression 
of TWIST1  and SLUG in breast cancer cells or 
cancer associated stroma. Lack of correlation  
was observed for epithelial CTCs as well as for 
CTCs with EMT.

Conclusions: In this translational study, we 
showed a lack of association between CTCs 
and expression of EMT-inducing transcription 
factors, TWIST1 and SLUG, in breast tumor tissue. 
Despite the fact that EMT is involved in cancer 
invasion and metastasis our results suggest, that 
expression of EMT proteins in unselected tumor 
tissue is not surrogate marker of CTCs with either 
mesenchymal or epithelial features.
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Inflammatory breast cancer (IBC) is the 
most insidious form of locally advanced breast 
cancer; about a third of patients have distant 
metastasis at initial staging. Emerging evi-
dence suggests that host factors in the tumor 
microenvironment may interact with under-
lying IBC cells to make them aggressive.  It is 
unknown whether immune cells associated to 
the IBC microenvironment play a role in this 
scenario to transiently promote epithelial to 
mesenchymal transition (EMT) in these cells. 
We hypothesized that soluble factors secre-
ted by activated  immune cells can induce 
an EMT in IBC and thus promote metastasis. 
In a pilot study of 16 breast cancer patients, 
TNF-α production by peripheral blood T cells  
was correlated with the detection of circu-
lating tumor cells expressing EMT markers. 
In a variety of IBC model cell lines, soluble 
factors from activated T cells induced expres-
sion of EMT-related genes, including FN1, VIM, 
TGM2, ZEB1. Interestingly, although IBC cells 
exhibited increased invasion and migration 
following exposure to immune factors, the ex-

pression of E-cadherin (CDH1), a cell adhesion 
molecule, increased uniquely in IBC cell lines 
but not in non-IBC cell lines. A combination 
of TNF-α, IL-6, and TGF-β was able to recapi-
tulate EMT induction in IBC, and conditioned 
media preloaded with neutralizing antibodies  
against these factors exhibited decreased 
EMT. These data suggest that release of cytoki-
nes by activated immune cells may contribute 
to the aggressiveness of IBC and highlight 
these factors as potential target mediators of 
immune-IBC interaction.

GENITOURINÁRNE MALIGNITY
Vrdoljak E, Gore M, Leyman S, Szczylik C, 
Kharkevich G, Schöffski P, Torday L, Mardiak J, 
Zhang K, Sajben P, Sella A.
Bisphosphonates in patients with renal cell 
carcinoma and bone metastases: a sunitinib 
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Aim: To investigate retrospectively the ef-
fects of bone metastases and bisphosphonates 
in sunitinib-treated metastatic renal cell carci-
noma patients.

Patients & methods: Patients in Groups 
(Gp) 1 and 2, but not Gp3, had bone metasta-
ses. Gp2 received bisphosphonates following 
standard practice. 

Results: Gp2 had less favorable prognosis 
than Gp1. Gp3 had fewer metastases and  the 
best prognosis. More serious adverse events 
occurred in Gp2 versus Gp1. The difference 
in overall survival between Gp1 and Gp2 was 
not significant after adjusting for covariates. 
Significantly shorter overall survival in Gp1 ver-
sus Gp3 persisted after adjusting for covariates. 

Conclusions: Bone metastases may have 
a negative prognostic impact in metastatic  
renal cell carcinoma. Bisphosphonates may 
have delayed early disease progression  for 
prognostically worse sunitinib/bisphospho-
nate-treated patients. 
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