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TAMOKCU®EH KAO BEKTOP 3A INTATUHCKE(II) 1
ITAJTTAOVJYMCKE(IT) KOMIUTEKCE
Y TPETMAHY PAKA TOJKE

Bnaroje Mypraunh', Anexcanznp Kasumnp?, Cama Jenaua®, Hukona Tanuh?, Hacta Taunh',
EBamapne Xej-Xoknuc?, Cawa Mujarosuh?, lanujena Makcumosuh-Vsanuh?

'Uncitiuiniyin 3a HyxneapHe Hayke “Bunua”, ncitiuitiyiii og HauyuoHanHoi 3Hauaja 3a
Peitydnuxy Cpdujy, Yrnusepsuitieiti y beoipagy, beoipag, Cpduja
Uncitiutiiyiti 3a HeopiaHcKy xemujy, Yuusepsuitieini y JIajayuly, /lajayui, Hemauxa
SUnctmuitiyin 3a Suonowka uciipaxusara ,,Cunuwa Citianxosuh”, IHCiutliy i 0g HAUUOHANIHOT 3HA-
uaja 3a Peitydnuxy Cpdujy, Yrnueepsuitieiti y beoipagy, beoipag, Cpduja

CAJKETAK

Pak pmojke je Hajuenthu odnuk paka kof keHa ca mpudmoKHO 70% cydajeBa Koju cy
NO3UTMBHM Ha XopMoHcKe peneritope (HR+). [TpekomepHa excripecuja eCTpOreHCKor
peuentopa (ER) je ycko noBesana ca nponugepannjoM TyMopa. AHTUECTPOTeHCKe Te-
pamnuje, HIIp. ca TaMOKcKdeHoM, cy yodudajeHy 1 epyKacHY IPUCTYIN Y nederby ER+
paxa zojke. Mako Tepamnmja TaMOKCH(EHOM CIIafia y TPyIy IVJbaHNX Tepalja, beroBa
eMKaCHOCT je OoKas3aHa U KOJi XOPMOH-HE3aBJMCHVUX TUIIOBA KapIHOMA JIOjKe, IITO
yKasyje Ha IPUCYCTBO IPYTUX MHTpaleTyTapHUX IU/BHMUX MOeKyna. Vako je TaMOK-
crudeH NoKa3ao 3HAYajHY ePUKACHOCT y jederry ER-IO3NTMBHMX KapuMHOMa JI0jKe,
OpojHu manyjeHTy Cy pasBuwIM pe3aucTeHyjy. Y by nosehama mberoBor MoTeHIm-
jama u mpeBaswIaXKemwa pe3NCTeHIMje, TaMOKCU(eH je MOaM(UKOBaH MeTalyMa Kao
mro cy mwiatuHa (Pt) n mamagujym (Pd). Jenumema 3acHoBaHa Ha Pt TpaguiuoHantsHo
ce KOPJMCTe Y XeMMOTEepaIuji, JOK KoMIUleKcu Pd Mory cMamuUTI TOKCUYHOCT U OUTH
edukacHmju npotus oxpehennx Bpcra paka. Llwp oBe cryamje dmo je ga ce mpoueHn
epukacHOCT TaMoKcudeHa mopndukosaHor ca Pt u Pd na maneny henmjckux nunuja
pakKa JojKe ca pasJIMIMTUM CTAaTyCOM eKcIipecuje perentopa. epuBaT TaMokcugeHa
KOj¥I ce KOPYCTY Kao JIMTaH[|, CMambIO je BUjadUIHOCT TYMOPCKUX henmja He3aBMCHO
op, ekcpecuje ER, mTo ykasyje ja ce meroBo aHTUTYMOPCKO JI€jCTBO MOXKe IIpeBac-
xogHo npunucatu ER-He3aBuCHOM fienoBamby. EKcliepyMeHTaIHy JIEKOBY CY M3a3Baln
aTlONTO3y HEe3aBUCHY Of Kaclasa, ca M3paKeHUjUM ePeKTOM y CIy4ajy JepuBara Ha
dasn Pd. EduxacHoct mepmBara Pd moxe ce momaTHo mosehatn ykupameM Impolieca
ayTodaruje. ¥Y3eTo 3ajefHO, gepyuBaTusanyja TaMokcudena je odehasajyha crpareruja
y I¥3ajHy XMOPUTHIX MOJIEKYIa.

KibyuHe peun: pak mojke, TaMOKCHQeH, MeTasy, XOPMOHCKa Teparinja, IeKOBU

HcrpakuBame je puHaHCHpaHO cpecTBMMA: MIHICTapCTBa HayKe, TEXHOJIOLIKOT pa3Boja Y MIHO-
Banyja Perrydnuke Cpduje, dpoj: 451-03-47/2023-01/200007.
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TAMOXIFEN AS A VECTOR FOR PLATINUM(II)
AND PALLADIUM(II) COMPLEXES
IN BREAST CANCER TREATMENT
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Evamarie Hey-Hawkins?, Sanja Mijatovi¢®, Danijela Maksimovi¢-Ivanié®
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ABSTRACT

Breast cancer is the most prevalent form of cancer in women, with approximately
70% of cases being hormone receptor positive (HR+). While overexpression of estro-
gen receptor (ER) is closely related with tumor proliferation, anti-estrogen therapies,
e.g., with tamoxifen, are common and effective approaches. Although treatment with
tamoxifen belongs to the group of targeted therapies, its effectiveness has also been
proven in hormone-independent types of breast cancer, which indicates the pres-
ence of intracellular off-targets. Apart of the fact that tamoxifen showed significant
efficiency in the treatment of ER+ breast cancers, numerous patients developed re-
sistance towards it. With an aim to amplify its potential and overcome resistance, ta-
moxifen has been modified with transition metals such as platinum (Pt) and palladi-
um (Pd). Pt-based compounds have traditionally been used in cancer chemotherapy,
while Pd complexes may lower the toxicity and be more effective against certain types
of cancer. The aim of this study was to evaluate the efficacy of tamoxifen modified
with Pt and Pd on a panel of breast cancer cell lines with different receptor expression
status. The tamoxifen derivative used as ligand diminished the viability of tumor cells
independently of ER expression, indicating that its antitumor action can be domi-
nantly ascribed to a ER-independent action. The experimental drugs induced caspase
independent apoptosis, with a more pronounced effect in the case of the Pd-based
derivatives. The efficacy of the Pd derivate can be further increased by abolishment
of the autophagic process. Taken together, derivatization of tamoxifen is a promising
strategy for hybrid molecule design.
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