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1. Tlepconi@ikaiis KOM6iHOBaHOrO JIiKyBaHHSI XBOPUX Ha paK POTOBOI TIOPOXHUHM Ta poTorsnoTku II1-1V crapiit 3
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having regard to molecular biological predictive markers

Pedepar:

1. ¥V nuceprauii npencTaBieHO TeOpeTUYHe OOIPYHTYBaHHS Ta [IPAKTUYHE BUPIIEHHS aKTyaJabHOI IPOGIeMu
1IeJIENTHO-JIULEBOI XipyPrii Ta OHKOJIOri — ONTUMIi3allis MiAXO4iB IO JIIKyBaHHS XBOPUX Ha MiCLI€BO NOMUPEHUN
IIJIOCKOKJITUHHUI pak poToBoi nopoxHuHu (ITPPI1) i porornorku (ITPPT) I11- IV ctagiit. locaimpkeHHs CIIPSIMOBaHe
Ha BIIPOBA/I)KEHHSI IEPCOHI(IKOBAaHMX CTPATETIN JIIKYBaHHS 3 YPaxyBaHHSIM MOJIEKYJISIPHO-010I0TTYHUX
IIpeJUKTUBHUX MapKepiB, 30kpema ekcripecii MikpoPHK, sik iHCTpyMeHTIB 17151 NpOrHO3yBaHHS e(eKTUBHOCTI
inpykuifiHoi ximioteparnii (IXT) i onTumizauii ikyBasbHOI TAKTUKU. Y PETPOCIIEKTUBHOMY JOCJIiPKEHHI, 10
6a3yeThCs HA pe3ysbTaTax 0O0CTEXKEeHHS Ta JIiKyBaHHs 70 XBOpUX Ha MicueBo nomvpenuii [1PPI], BcTtaHOBI€HO
acoLiaTUBHUI 3B'S130K JOCiIKyBaHOi ekcripecii MikpoPHK-10b ta -155 3 MeTacTaTUYHUM YpakeHHSIM
snim@aTniHux By3iiB, MikpoPHK-10b 3 Bucokum piBHeM Ki-67 (p < 0,05 17151 ycix NOpiBHSHb) Ta HE BUSIBJIEHO
BimMiHHOCTeH acoujanii MikpoPHK-10b Ta -155 3 ki1iHiKO-naTOMOp(OJOriYHUMU XapaKTePUCTUKAMU ITyXJIUHUA MK
rpynamu pl6INK4a-nosutuBHux ta pl6INK4aneraTuBHYUX MyXJIMH Y XBOPUX Ha Micueso nommpeHuii I1PPII.
PesynbTaTul JOCHiIKEHHS CBin4aTh, 0 MikpoPHK-10b i -155 Mo>kHa BUKOPUCTOBYBATHU SIK [IPOTHOCTUYHI MapKepu
[TPPII 6e3 6ynb-sgKoro BigHOLEHHS 10 cTtatycy pl6INK4a. ¥ npocnekTHBHOMY JOCII)KEHHI BUBYaIaCh
edextuBHicTb IXT Ta mpeauKTUBHA Bara enireHeTHYHUX 6iomapkepis (MikpoPHK-21, -155, -375) B KOHTEKCTi
MIPOTHO3yBaHHS YyTJIMBOCTI MYXJIMHYU 10 ximioTeparii y 61 xBoporo Ha micueso nomupenuii [1PPIT ta [1PPT.
BcraHoBseHo, mo nposeaeHHs IXT y xBopux Ha pedekTabdesnbHU Micueso nomvpenuii [TPPIT ta [TPPT nosBosise
IOCATTY ITOBHOI Bianosiai myxiuHu 3a kpurepigamu RECIST 1.1y 24 % ta 37 % BumnagKkax, 4aCTKOBOI Bifmosigi — y 28
% Ta 47 % BunagKax BianosigHo. OpraHosb6epirarwye Xipypriuie jlikyBaHHsI IPOBeLEHO y 38 % XBOPUX Ha MiCLIeBO
nomupenuit [TPPI]. 3actocysanns IXT B KoMOIHOBaHOMY JIiKyBaHHI 103BOJINJIO YHUKHYTH Pe3eKLii HY>KHbOI
mesienu y 23,8 % xBOpUX, pe3eKlii BepxHboi mesenu y 7,1 %, cyorotanbHoi pesekuii g3uka y 7,1 %,. 3actocyBaHHs
IXT 3 mactynHowo I1T B KoM6iHOBaHOMY JIiKyBaHHi XBOPUX Ha MicleBo nomupenuit [IPPI" 1o3Bosuso nposectu
opraHo3s6epiratoue JiikyBaHHS 6e3 XipypriuHoro etamny y 84 % nauienris. Kopesnsuiiinuii aHami3 aconianii
nocainxysaHux MikpoPHK 3 kiinikonaTosiorivHumuy ocobausocTsamu nauieHTis 3 [IPPIT Ta ITPPT nokasas, 110 piBHi
MikpoPHK-211i -155 no3utusHo kopesoBanu 3 T 3a TNM (r=0,68 i r=0,75 BignosigHo) (p< 0,05), a 6is1b11 BUCOKI piBHi
cIiocTepiranucs B CJIMHI NalieHTiB 3 MeTacTazamu B JiMmbarnyHi By3snu (r=0,78 i r =0,71 BignosinHo) (p< 0,05).
Excnpecist mikpoPHK-375 neratusHo KopemoBaia 3 T 3a TNM (r=-0,67) (p< 0,05), a y nauieHTiB 3 N1-2 ii piBeHb OyB
y 2,1 pa3a BUIIKM, HIX Y CJIVHI NallieHTiB 6e3 MeTacTasiB y jiMmdoBysnax (r=-0,59). PeaynbpTaTy aHamidy CBifyaTh, 110
nocJigkeHHs piBHiB ekcripecii MikpoPHK-21, mikpoPHK-155 i MikpoPHK-375 Moske 6yTu 3aCTOCOBaHe B KJIiHIYHi
MIPaKTULi 1719 BUBHAUYEHHS [IPOTHO3Y 3aXBOPIOBAHHSA y XBOPUX Ha MicueBo nomupenui [TPPII ta TIPPT.

2. The thesis presents a theoretical justification and practical solution to an actual problem in maxillofacial surgery
and oncology - optimization of approaches to the treatment of patients with locally advanced OSCC (oral
squamous cell carcinoma) and OPSCC (oropharyngeal squamous cell carcinoma) of III-1V stages. The study aims to
implement personalized treatment strategies taking into account molecular and biological predictive markers, in
particular microRNA expression, as tools for predicting the effectiveness of induction chemotherapy (ICT) and
optimizing therapeutic tactics. Based on the results of examination and treatment of 70 patients with locally
advanced OSCC this retrospective study revealed associative relation between studied miRNA-10b /miRNA-155
expression and metastatic lymph node involvement, and between miRNA-10b and high Ki-67 levels (p < 0,05 for all
comparisons). No differences in the association of miRNA-10b and miRNA-155 with clinicopathological
characteristics of the tumor were found between p16INK4a-positive and pl6INK4a-negative groups of patients
with locally advanced OSCC. The results of this study indicate that miRNA-10b and miRNA155 can be used as



prognostic markers of OSCC without any relation to p16INK4a status. This prospective study investigated the
efficacy of ICT and the predictive value of epigenetic biomarkers (miRNA-21, miRNA-155, miRNA-375) in predicting
tumor sensitivity to chemotherapy in 61 patients with locally advanced OSCC and OPSCC. It was found that ICT in
patients with resectable locally advanced OSCC and OPSCC achieved complete tumor response according to
RECIST guideline (version 1.1) criteria in 24 % and 37 % of cases, partial response in 28 % and 47 %, respectively.
Organ-sparing surgery was performed in 38 % of patients with locally advanced OSCC. The use of ICT in combined
treatment avoided orbital exenteration in 4,7 % of patients, mandibular resection in 23,8 %, maxillary resection in
2,4 %, and subtotal glossectomy in 7 % of cases. The use of ICT followed by RT in the combined treatment of
patients with locally advanced OPSCC allowed for organ-sparing therapy without surgery in 84 % of patients.
Correlation analysis of the association between studied miRNAs and clinicopathological features of patients with
OSCC and OPSCC showed that miRNA-21 and miRNA-155 levels were positively correlated with T by TNM (r=0,68
and r=0,75, respectively) (p< 0,05), and higher levels were determined in the saliva of patients with lymph node
metastases (r=0,78 and r=0,71, respectively) (p< 0,05). The miRNA-375 expression was negatively correlated with T
by TNM (r=-0,67) (p< 0,05), and in patients with N1-2 its level was 2,1 times higher than in the saliva of patients
without lymph node metastases (r=-0,59). The results of the analysis indicate that the examination of the
expression levels of miRNA-21, miRNA-155, and miRNA-375 can be applied in clinical practice to determine the
prognosis for patients with locally advanced OSCC and OPSCC.
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