CpIICKO APYIITBO 32 UMYHOJIOTH]Y,

MOJIEKY/ICKY OHKOJIOTHjy 11 pereHepaTUBHY MeJULIHY

Akanemnja Hayka 1 ymjeTHocT! Perry6rmmke Cpricke

AxaieMnja MeUIMHCKIX HayKa CpIICKOT JIeKapcKOT [pyLITBa
Menumyucku daxynreT y Gount YauBepsurera y Vcrounom CapajeBy
IleHTap 3a MONEKY/ICKY MeIUIVIHY U UCTpaXNBake MaTUIHNX henmuja
dakynTeTa MEIVIINHCKAX HayKa YHMBepsuTeTa y KparyjeBiy

[TPBU
CPIICKU
KOHTPEC
MOJIEKY/ICKE
METUITHE
FIRST
SERBIAN
MOLECULAR
MEDICINE
CONGRESS
KEbUTA
CAJKETAKA
ABSTRACT
BOOK

®oua, 2022
Foca, 2022.




CpIICKO APYIITBO 32 MMYHOJOTH]Y, MOJIEKY/ICKY OHKOJIOTTIjY VI peTeHepaTUBHY MeINIIIHY
Axapiemnja Hayka u ymjerHocTu Perrydke Cpricke
AxagmeMuja MeUIMHCKIX HayKa CPIICKOT IeKapCKOT IPYIITBa
Menuunuckn daxynrer y Poun Yunusepsurera y Vicrounom CapajeBy
ITeHTap 3a MOJIEKY/ICKY MEAMLIVHY 11 UCTPaKVBatbe MaTuIHuX hennja
QaxynTeTa MEIUIMHCKIX HayKa YHUBepsurteTa y Kparyjesmy

ITPBU CPIICKM KOHIPEC MOJIEKYJ/ICKE MEJIVUTINMHE
FIRST SERBIAN MOLECULAR MEDICINE CONGRESS

@oua, 16-18. Jyn 2022. / June, 16-18. 2022. Foca



IIPBU CPIICKM KOHI'PEC
MOJIEKYJICKE MEJIVIIVHE

VismaBau:
CPpIICKO APYIITBO 32 MMYHOJIOTH]Y, MOTEKY/ICKY

OHKOJIOTMjy ¥ PEreHePaTUBHY MEAULIMHY

3a usgaBava:
He6ojima Apcennjesnh

Ypegnux:
He6ojura Apcennjesnh

IlTamma:
CPpIICKO APYIITBO 32 MUMYHOJIOTH]Y, MOIEKYIICKY
OHKOJIOTH]jY ¥ peTeHepaTUBHY MeUIHY

Tupax: 30

ISBN-

FIRST SERBIAN MOLECULAR
MEDICINE CONGRESS

Publisher:
Serbian Society for Immunology, Molecular Oncology
and Regenerative Medicine

For the publisher:
Nebojsa Arsenijevic

Editor:
Nebojsa Arsenijevic

The press:
Serbian Society for Immunology, Molecular Oncology
and Regenerative Medicine

Circulation: 30

ISBN-

®oua, 2022.

Foca, 2022.



CpIICKO JIPYLITBO 33 MMYHOJIOI MY, MO/IEKY/ICKY OHKOJIOTjy Y PereHepaTuBHy MEIVLIVIHY
Axapemnja Hayka 1 yMjeTHOCTH Perrydmuke Cpricke
AxapieMnja MeAMIIMHCKUX HayKa CPIICKOT IeKapCKOT IpyIITBa
Mepuuyackn dakynrer y Poun Yausepsurera y Vicrounom CapajeBy
LleHTap 3a MOJIEKY/ICKY MEMIIMHY U MCTPaXKMBabe MaTIIHX hemnja
DaxynTeTa MEAUIIMHCKUX HayKa YHuBepsuTeTa y Kparyjesmy

IIPBN FIRST
CPIICKM SERBIAN
KOHIPEC MOLECULAR
MOJIEKYJICKE MEDICINE
MEOUIIMHE CONGRESS
@oua, 16-18. Jyn 2022. June, 16-18. 2022, Foca

KIbUTA CAJKETAKA
ABSTRACT BOOK

@oua, 16-18. Jyn 2022. / June, 16-18. 2022. Foca



HAYYHU OJbOP

Konpenceguuiu:
Pajko Kysmanosuh
Mmnogpar CrojkoBuh
Bespko Mapnh

Hanwno Bojsopuh
Jbyduna ‘Hykanosuh
Hedojma Apcennjesuh

Yranosu:

Hparan [Janenuiuexn
Mupxko Hlommh
Muwoppar Yonuh
Muwnan Kynnh

Hlejan boxomwuh
Pagmun Mapuh

VBau JoBanoBuh
Brnapncnas Bonapesnh
Hukona Taunh

Vpena Mnapmenosuh
3opa Jlajuh

Tarjana Kamesary
Mmna Paknh

Cpban Mammh

Cama MujatoBuh
Hannjena Makcumosuh VBaunh
Xenena Mapuh
Py>xnua JIykuh
Anexcanpap Apcennjesuh
Anexcanpap Anosuh

N:=E

OPTAHM3ATIMOHU OJBOP

Hedojmra Apcennjesuh
Berpko Mapuh

VBan JoBanosuh

Pyxua Jykuh

Bojana Cumosnh Mapkosuh
Anexcanpap Apcennjesuh
HOyman Muxajnosnh

bojana Crojanosuh

Hesena [ajosnh

Anbena IlerpoBuh
Anexcanpap Anosuh
Hesena Bupojesuh

3opana Mapuh Octojuh
Bragumup Mapkosuh

[ paran JokanoBuh
Hukonuna Enes Bypwakosuh
HOparan Cnajuh

Bama [T/peBaspunh



YJIOT'A TII53 M IITEH TYMOP CYIIPECOP I'EHA
Y OIOIrOBOPY HA PA3JIMMUTE MOOJAJIUTETE
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CAJKETAK

Pak pojke je Hajuemrhu Tun mManurauTera M Bofehu y3pok cMpTu o KaHIepa Kop
YKeHa mMpoM cBeTa. Butre ox 70% cBMX [M1jarHOCTMKOBAHMX HBA3MBHUX KapIITHOMA
JI0jKe eKCIIpUMMpa CTePOMHE PelleTope ¥ Kao TaKBU Cy MO00HM 32 eHIOKPUHY Te-
panujy. Kanuep fojke je n3y3eTHO XeTeporeHa 00/IeCT I CTOTa Cy HEOTIXOAHM pas3Indn-
TV MOJATIUTETH /iederba 1a Ou ce peBasuIiie oBe pasnuke. LIn/b Haller nCTpaKuBama
duo je ma ce ucnmra yrunaj naaktusanuje TI153 u IITEH tymop cynpecopckux reHa
(TCT) y ogroBopy Ha pasnu4uTe MOJAINTETE IeUera Ha MOCTONEePATMBHMM Y30pLMa
KapiyuHoMa jgojke. Ca TMM IV/beM MalVjeHTKIIbe Cy KIacu(UKOBaHe, Ha OCHOBY IIpH-
MembeHe ahyBaHTHe Tepamuje, y 4eTHpy pas3nuduTe Ipyle: OHe Koje Cy IpuMaje caMo
xopMoHCKy Tepanujy (XT), XopMOHCKY Tepanyjy y KOMOMHALIM)!U ca XeMUOTePaIjoM
(XT/LIXT), XOpMOHCKY Tepamnujy y KOMOMHAIIMjU Ca XeMMOTEPAINjOM 1 dMOIOMIKOM
tepanujom (XT). /LIXT/X) u gpyre cucteMcke Tepanuje Koje uckmbydyjy XT (Ha mpu-
mep IXT wmn X). Oynxnuonanna nHakrtusanuja TII53 u [ITEH tymop cympecopa
je cTymMpaHa aHa/IM30M MYTALMOHOT CTAaTyca, rydutka xereposurorHoctu (JIOX) n
aHaNMM30M MeTWIALMOHOr cTaTyca. Hamm pesynratu cy nokasanu ga je TII53 ren us-
MemeH Kof 63 ox 90 y3opaxa (70%), moxk je ydectanoct npomena [ITEH rena dmma
HEIITO HIDKA, 54 ox 90 (60%) manujenara je umasno nHaktusupan [ITEH. Cumynrana
MHAKTUBAIVja je IeTeKToBaHa y 43 TecTupaHa y3opka (48%) ca 3Ha4ajHOM IIOBE3aHO-
why MHaKTUBAIVje IBa aHA/IM3MPaHa TYMOP CYIPecop reHa.

Hambe, mokasanu cMo ga craryc TT153 nma sHauajaH yTuIlaj Ha OfrOBOP MalMjeHara
Ha Tepanjy. [lanujentu ca guspuM tinom (wt) TII53 mokasyjy sHayajHO do7BM TEpa-
IMjCKM OAroBOp de3 0031pa Ha BPCTY Tepamuje, y nopebhemy ca HocuomMa n3Memme-
Hor TP53. Y mputor oBoMe IoKa3anu CMO fla Cy XOPMOHCKY JiedeHe YKeHe Ca MHTAKT-
HuM (wt) TII53 renom umane 3HauajHo Behy cromy nmpexuspaBama (11=0,000001) y
nopebemy ca: (1) >xeHaMa JIe4eHNM XOPMOHCOM TeepanujoM ca adepanTHnM TTI53 re-
HOM, (2) »xeHama ca mHTakTHUM (wt) TP53 mogsprayTum dumo Ko0joj of mpeocTasne Tpu
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Tepanyjcke KomOuHanuje, n (3) >xkeHama ca usmewenuM 11153 koje mpunanajy apyroj
(XT/LXT), tpehoj (XT/LXT/X) nmm 4eTBpTOj (CMCTeMcKa Tepamuja Koja MCK/bYdy-
je XT) repanujckoj rpynu. CympoTHO OBOMe, HUCMO YTBPAM/IN 3HAYajHY acOLUjaLinjy
usmehy myTaunonor craryca IITEH-a u pasmmuntux Mmoganutera nedewa. Mehyrum,
yTrBpbheHa je 3HauajHa moBe3aHOCT u3Mely BpcTe puMemeHe Tepamnyje U UCTOBpeMe-
HUX IPOMEHa OBa JiBa TyMOp cynpecop rexa (=0,00001).

Kipyune peun: xkanuep nojke, repanuja, TT153, IITEH

VctpaxknBame je puHaHCHpaHO cpeacTBMMa: MIHICTapCTBO NIPOCBETE, HAyKe I
TEXHOJIOLIKOT pa3Boja, eBUAeHIMOHU Opoj 451-03-9/2021-14/ 200007.
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THE ROLE OF TP53 AND PTEN TUMOR SUPPRESSOR
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TREATMENT MODALITES
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ABSTRACT

Breast cancer (BC) is the most frequent type of malignancy and the leading cause
of cancer related death among women worldwide. More than 70% of all diagnosed in-
vasive BCs express steroid receptors and, as such, are subjected to endocrine therapy.
BC is exceptionally heterogeneous disease and therefore distinct treatment modali-
ties are necessary to address these differences. The aim of our study was to investigate
the impact of TP53 and PTEN tumor suppressor genes (TSGs) inactivation on BC
response to different treatment modalities, as well as, their possible cooperation, on
post-operative BC samples. To that end the patients were classified, based on applied
adjuvant therapy, into four distinct groups: those that received hormonal therapy
(HT) only, hormonal therapy combined with chemotherapy (HT/CHT), hormonal
therapy combined with chemo and biological therapy (HT/CHT/H), and other sys-
temic therapies that exclude HT (for example CHT or H). Functional inactivation of
TP53 and PTEN TSG’s were studied by mutation, loss of heterozygosity (LOH) and
hypermethylatyon analysis. Our results revealed that TP53 gene was altered in 63 out
of 90 specimens (70%), while the frequency of PTEN alterations was slightly lower,
54 out of 90 (60%) patients had inactivated PTEN. Simultaneous inactivation was
detected in 43 tested samples (48%) with significant association between two ana-
lyzed TSGs. Further, we found that TP53 status has significant influence on patients’
therapy response. Patients with wild type TP53 show significantly better therapy re-
sponse regardless of the type of therapy, compared to carriers of altered p53 gene. In
support of this we showed that hormonally treated women with intact (wt) TP53 gene
had significantly longer survival rate (p=0.000001) when compared to: (i) hormonally
treated women with aberrant TP53gene, (ii) women with intact (wt) p53 subjected to
any of remaining three therapy combinations, and (iii) women with altered TP53 that
belong to second (HT/CHT), third (HT/CHT/H) or forth (systemic Th that exclude
HT) therapy group. Contrary to this, no significance was found between mutational

96 First Serbian Molecular Medicine Congress, Foca, june 16-18. 2022.



status of PTEN and various treatment modalities. However, significant association
was found between the type of applied therapy and simultaneous alterations of these
two TSGs (p=0.00001).

Key words: breast cancer, therapy, TP53, PTEN
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