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Pedepar:

1. Y nuceprauii npeaCcTaBIeHO TEOPETUYHE OOIPYHTYBaHHS Ta IPAKTUYHE BUPIIIEHHS aKTyaJIbHOI IPOGIEMU
IIeJIENTHO-JINLEBOI Xipyprii Ta OHKOJIOTii — ONTUMIi3allis MiAXOMAiB N0 JiKyBaHHS XBOPUX HA MiCLI€BO NOMUPEHUN
IIJIOCKOKJITUHHUI pak poToBoi nopoxHuHY (ITPPI1) i porornorku (ITPPT) III- IV ctapiit. locaimkeHHs ClIpsMOBaHe
Ha BIIPOBAJIKEHHS IIEPCOHI(IKOBAaHMX CTPATETIN JIIKYBaHHS 3 yPaxXyBaHHSIM MOJIEKYJIIPHO-6i0I0MYHUX
IIpeIUKTUBHUX MapKepiB, 30kpema exkcnpecii MikpoPHK, sk iHCTpyMEHTIB 117151 IPOTHO3yBaHHS €(PEKTUBHOCTI
inpykuifiHoi ximioteparnii (IXT) i onTumizauii 1ikyBasbHOI TAKTUKHU. Y pETPOCIIEKTUBHOMY JOCIIiIKEHHI, 110
0a3yeThbCs Ha pe3ysbTaTax 00CTeXXeHHs Ta JiikyBaHHs 70 XBopux Ha MicuieBo nomvpenuii [1PPI], BcraHoBieHO
acoliaTUBHUI 3B'I30K JOCIiAKyBaHOi ekcripecii MikpoPHK-10b Ta -155 3 MeTacTaTUYHUM YPasKEHHSIM
nim¢arnyHux By3iiB, MikpoPHK-10b 3 Bucoknm piBHem Ki-67 (p < 0,05 ms14 ycix NOpiBHSIHbB) Ta HE BUSIBJIEHO
BigmiHHOCTe! acouniauii MikpoPHK-10b ta -155 3 K/1iHiKO-11aTOMOP(OIOTriYHUMU XapaKTEePUCTUKAMU ITyXJIMHU MiXK
rpynamu p16INK4a-nosutuBHux ta pl6INK4aHeraTuBHYUX MyXJIMH Y XBOPUX Ha Micueso rommpeHuii [1PPII.
PesysbTaTu BOCiAKEHHS CBigyaTh, mo MikpoPHK-10b i -155 MoKHa BUKOPUCTOBYBATH SIK IPOTHOCTUYHI MapKepu
[TPPII 6e3 6ynb-sgxoro BigHOLIEHHS 1o cTtatycy pl6INK4a. Y npocrnekTuBHOMY JOCiIKEHH]I BUBYaIaCh
edexTuBHicTh IXT Ta MpeauKTUBHA Bara emnireHeTHYHUX 6iomapkepis (MikpoPHK-21, -155, -375) B KOHTEKCTi
[IPOTHO3yBaHHS YyTJIMBOCTI yXJIMHYU [0 XimioTeparii y 61 xBoporo Ha micueso nommpenuii [1PPIT ta [TPPT.
BecraHoBseHo, mo nposeneHHs IXT y xBopux Ha pedekrabenbHui Micueso nomupenuii [TPPIT ta [TPPT no3Bosise
IOCATTY MOBHOI BiAanoBiai myxiuHu 3a kputepigamu RECIST 1.1y 24 % ta 37 % Bunajgkax, 4aCTKOBOI Bifnosizi - y 28
% Ta 47 % Bunazakax BinnosigHo. Opranosbepiraioue XipypriuHe JlikyBaHHsI IPOBeIEHO Y 38 % XBOPUX HA MICLIEBO
nomupeHnii [TPPII. 3acrocyBanns IXT B KOMOiHOBaHOMY JIiKyBaHHi 1O3BOJIAJIO YHUKHYTU PE3€KLil HU>KHBOI
mwesienu y 23,8 % xBopuUx, pe3eKiii BepxHboi mwesenu y 7,1 %, cyérotanbHoi pesekuii a3uka y 7,1 %,. 3actocyBaHHs
IXT 3 HactynHoto I1T B KoMb6iHOBaHOMY JIiKyBaHHI XBOPUX Ha MiclieBo nomupeHuit ITIPPT" 1o3Bonniio nposecTu
opraHo3bepiratoye JiKyBaHHs 6e3 xipypriuHoro etany y 84 % nauieHris. KopensauilitHuii ananis acouiaryi
mociimkyBanux MikpoPHK 3 kiinikonaTosiorivaumuy ocobnuBocTsimu nauieHTiB 3 [IPPIT Ta ITPPT nokasas, o piBHi
MikpoPHK-211 -155 nosutusHo kopemosanu 3 T 3a TNM (r=0,68 i r=0,75 BignosinHo) (p< 0,05), a 6isbllI BUCOKI PiBHI
CIIOCTepiranucs B C/IMHI allieHTiB 3 MeTacTazamu B Jim¢arnyHi By3nu (r=0,78 i r =0,71 BignosigHo) (p< 0,05).
Excnpecis mikpoPHK-375 HeratusHO kopemoBaina 3 T 3a TNM (r=-0,67) (p< 0,05), a y nauienTiB 3 N1-2 ii piBeHb OyB
y 2,1 paza BUIIMM, HXK y CJIMHI NanieHTiB 6e3 meTacTtasiB y JiM¢oByanax (r=-0,59). PesynbpraTtu aHasnizy cBigyats, 110
nociinkeHHs piBHiB ekcripecii MikpoPHK-21, mikpoPHK-155 i MikpoPHK-375 Mo>xe 6yTu 3aCTOCOBaHe B KJIiHIUHi

[IpaKTUL 1719 BUBHAYEHHS [IPOrHO3Y 3aXBOPIOBAHHS y XBOpUX Ha MicuesBo nomupenunt [TPPII ta TTIPPT.

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 pl6INK4a-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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