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V ¢om vidite uplatnenie
vysledkov tohto projektu:

Dosiahnuté vysledky indikuji existenciu vztahov medzi imunofenotypom, chromozémovymi
aberdciami a senzitivitou na chemoterapiu u humannych meningiémov. Niektoré imunofenotypové
markery vykazuji potencidl ako perspektivne nové prognostické markery ako aj prediktory
odpovede na terapiu s moznym vyuzitim pri individualizacii liecby.
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Charakteristika vysledkov

[Evidenéné &islo: APVT-20-032504 |

Suhrn vysledkov rieSenia projektu a naplnenia cielov projektu (max. 20 riadkov) - slovensky:
Meningiémy su vo vSeobecnosti benigne, pomaly rastice tumory CNS. Napriek tomu az 20% benignych a 50-
70% atypickych a anaplastickych tumorov relabuje v priebehu 10 rokov po diagndze a inicidlnej terapii
(chirurgickej lieCbe, radioterapii, zriedkavo chemoterapii). Prognostické markery zahiiiaji rozsah chirurgicke;j
resekcie, vek, vykonnostny status, histopatologiu, grading, a pritomnost’ delécii 1p36 a 14q. V ramci tohto
projektu boli analyzované vzorky nddorov 79-ich pacientov s meningidomom a to z pohl'adu imunofenotypu,
cytogenetiky a chemosenzitivity. Expresia fenotypovych markerov (CDla, CD2-5, CD7-8, CD10, CD11a-c,
CDI13-16, CD19-20, CD22-25, CD30-31, CD33-34, CD36, CD38, CD41, CD43, CD45, CD52-53, CD55-56,
CD58-59, CD61, CD62P, CD64-65, CD71, CD79a-b, CD95, CD103, CD106, CD110, CD114, CD117-118,
CDI120b, CD133-134, CD137-138, CD235a, CD243, CD271, Bcl-2, BLTR-1, EGFR, FMC7, GFAP, Her-
2/neu, HLA-DR, Igk, Igh, MPO, PBR, TCL1, TCRa/p, TCRy/5, TdT, vimentin, ZAP-70) bola korelovana
s cytogenetikou (status 1p36) a chemosenzitivitou (na cisplatinu, dakarbazin, daunorubicin, etopozid,
karmustin, lomustin, paklitaxel, temozolomid, topotekan, vinkristin). Anti-meningiomové ucinky novych
chalkénovych derivatov (Q-510, Q-705, Q-766) boli analyzované na humannej meningiémovej linii Ben-Men-
1. Mengiomy vykazovali intenzivnu expresiu CD55, CD56, CD59, Her-2/neu, PBR a vimentinu, slabu resp.
menej ¢asti expresiu CD52, CD71, CD114, CD118, CD243, CD271, Bcl-2, EGFR a HLA-DR, a absenciu
ostatnych markerov. NajvysSia anti-meningidémova aktivita bola pozorovana u cisplatiny, dakarbazinu
a lomustinu. Chemosenzitivita bola d’alej zvySovand diazepamom, ligandom PBR. Q-510 vykazoval
cytotoxicky ucinok aindukoval apoptézu u Ben-Men-1 buniek. Delécia 1p36 bola detegovana u cca 18%
tumorov. Medzi niektorymi analyzovanymi parametrami boli pozorované vyznamné koreldcie. Ziskané
vysledky indikuju potenciondlnu efektivitu chemoterapie u meningiomov. Korelacie pozorované medzi
chemosenzitivitou a fenotypom mozu poskytnit’ vychodisko pre individualizéciu liecbu v buducnosti.

Suhrn vysledkov rieSenia projektu a naplnenia cielov projektu (max. 20 riadkov) - anglicky:

Meningiomas are generally benign, slowly growing tumours of the CNS. However, up to 20% of benign and
50-70% of atypical and anaplastic meningiomas recur within 10 years after diagnosis and initial treatment
(surgery, radiotherapy, rarely chemotherapy). Prognostic markers include extent of surgical resection, age,
performance status, histolopathology, grading, and presence of 1p36 and 14q deletions. In the present project,
tumour samples from 79 meningioma patients were analysed from the phenotypic, cytogenetic and
chemosensitivity point of view. The expression of phenotypic markers (CD1a, CD2-5, CD7-8, CD10, CD11a-
¢, CD13-16, CD19-20, CD22-25, CD30-31, CD33-34, CD36, CD38, CD41, CD43, CD45, CD52-53, CD55-
56, CD58-59, CD61, CD62P, CD64-65, CD71, CD79a-b, CD95, CD103, CD106, CD110, CD114, CD117-
118, CD120b, CD133-134, CD137-138, CD235a, CD243, CD271, Bcl-2, BLTR-1, EGFR, FMC7, GFAP,
Her-2/neu, HLA-DR, Igk, Igh, MPO, PBR, TCL1, TCRo/B, TCRy/6, TdT, vimentin, ZAP-70) was correlated
with cytogenetics (1p36 status) and chemosensitivity (to carmustine, cisplatin, dacarbazine, daunorubicine,
etoposide, lomustine, paclitaxel, temozolomide, topotecan, vincristine). The anti-meningioma effects of novel
chalcone derivatives (Q-510, Q-705, Q-766) were evaluated in Ben-Men-1 human meningioma cell line. The
meningiomas displayed an intense expression of CD55, CD56, CD59, Her-2/neu, PBR and vimentin, lower
levels/less frequent expression of CD52, CD71, CD114, CD118, CD243, CD271, Bcl-2, EGFR and HLA-DR,
and absence of the remaining markers. Cisplatin, dacarbazine and lomustine were found to be the most active
anti-meningioma agents. Chemosensitivity was enhanced by diazepam, a PBR ligand. Q-510 displayed
cytotoxicity and induced apoptosis in Ben-Men-1 cells. Del(1p36) was detected in around 18% of tumours.
Correlations were found between some of the parameters examined. In conclusion, chemotherapy can be
considered potentially effective in meningioma and the correlation between its effectiveness and tumor
phenotype provides basis for the individualized therapy in the future.
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