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Uplatnenie vysledkov projektu

Dané vysledky predstavuju Ciastocné vysvetlenie mechanizmu spontannej regresie nadorov
u pacientov. Tieto vysledky potencialne umoznuju navrh novych terapeutickych postupov
v lieCbe onkologickych ochoreni.
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V pripade, ked nadorové bunky rastli in vitro v pritomnosti anti-CA | pozitivnych sér pacientov
S0 spontannou regresiou nadoru, expresia CA (karbonickej anhydrazy)1 mRNA sa zvysila.
Sucasne sme pozorovali "downregulaciu” mRNA génov kddujacich collagen type | alpha 1,
collagen type IV alpha 4, laminin subunit gamma 2, CTHRC1 a WNT7B. Tento efekt bol
spojeny s morfologickymi zmenami nadorovych buniek. Naopak knock-down CA1 mRNA

v nadorovych bunkach zvySuje/nemeni expresiu génov kodujucich bielkoviny ECM.
Znizenie/zvysenie enzymu CA | v erytrocytoch bolo pozorované u pacientov

s hypertyredzou/hypotyre6zou. Naviac, hypotyreéza je vo vacsine pripadov sprevadzana

s anémiou. Studia rizika karcinému prsnika u danskych Zien s hypotyreézou (61873 Zien)

a hypertyre6zou (80343 zien) ukazala, Ze hypotyredza je spojena s nizSim rizikom karcinédmu
prsnika (SIR: 0.94, 95% CI: 0.88-1.00) v porovnani s beznou populaciou, naopak
hypertyredza je spojena s vySSim rizikom karcinému prsnika (SIR: 1.11, 95% CI: 1.07-1.16)
v porovnani s beznou populaciou. Vys$sie spomenuté vysledky mbzu vysvetit spontannu
regresiu nadorov nasledovne: ZvySena expresia CAL u pacientov so sérami pozitivnymi
sérami proti CA | je spojena s "downregulaciou” mRNA, ktoré kéduju bielkoviny ECM a tiez
aj niektorych onkogénov (CTHRC1, WNT7B). Tito pacienti "su postihnuti" s "aplastic like
anaemia" a spontannou regresiou nadorového ochorenia. Inymi slovami, "upregulacia” CA

| je priamo asociovana so spontannou regresiou nadorov.
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When the tumour cells were grown in vitro in the presence of the anti-CA | positive
sera of the patients with spontaneous tumour regression (STR), the expression of the
CA (carbonic anhydrase)l mRNA has been increased. At the same time, we observed the
MRNA downregulation of genes coding collagen type | alpha 1, collagen type IV alpha 4,
laminin subunit gamma 2, CTHRC1 and WNT7B. This effect was accompanied with
morphological changes of the tumour cells. In contrast, the knock-down of the CA1 mRNA in
tumour cells enhances/does not change the gene expression of the extracellular matrix
(ECM) proteins. The decrease/increase of the CA | enzyme in the red blood cells has been
observed in patients with hyperthyroidism/hypothyroidism. Moreover, hypothyroidism in
humans is usually associated with anaemia. The study of the risk of breast cancer among
Danish women with hypothyroidism (61 873 women) and hyperthyroidism (80 343 women)
showed that hypothyroidism was associated with a lower risk of breast cancer (SIR:
0.94, 95% CI: 0.88-1.00) when compared to the general population; hyperthyroidism
was associated with a higher risk of breast cancer (SIR: 1.11, 95% CI: 1.07-1.16) when
compared to the general population. The abovementioned data can potentially highlight
the spontaneous tumour regression in the following manner: The enhanced CA1 expression
in the patients with positive anti CA | sera is associated with the downregulation of the
MRNAs coding proteins for ECM and some oncogenes (CTHRC1, WNT7B). These patients
"suffer" with aplastic like anaemia and STR. In other words, the upregulaton of the CA | is
strongly associated with spontaneus tumour regression.
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