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1. Inceprarist npucBsYeHa BUPIlIEHHIO TPO6IeMH TOKPAIIEeHHS! SIKOCTI IiarHOCTHUKY PaKy IMUTOIOAI6HOI 3271031
(PII3) uisixoM BUSIBJIEHHS 0COOJIMBOCTEN MOpQoreHes3y NanijisipHOro paky MmuTonoAioHoi 3anosu (I[TPI3) 3
6iomiHeparizalieo, BCTAHOBJIEHHS ITATOT€HETUYHUX OCOOIMBOCTEN KaHIIEPOT€HESY 32 YMOBU PO3BUTKY
[aToJIOTiYHOI Kanbuudikauii y MyxJauHHIA TKaHuHI. 3arasom 6yso pocuimkeHno 1131 sunanxis PIII3. OcHOBY KiliHiKO-
MOPQOJIOTiUHUX, IMyHOTICTOXIMIYHUX Ta (iZUKO-XIMIYHUX AOCIIIPKEHb IUcepTaliiiHoi po6oTu ckianu 60 BUNAKIB
[TPII3. BusgsieHo, WO y riCTOJIOTIYHINA CTPYKTYPI 37104KiCHOI TUpEeOoifgHoi narosorii nuromMa yacrtka [1PII3 ctaHOBUTD
y cepegHbOMY - 74,0%. YacTtoTra BusgBieHHs 6iominepasizauii [1PI3 y 40s10BiKiB HMKYA, HIXX Y KiHOK. 3B'S3Ky MK
IICaMOMHI TiJIbLisl, CTPOMaJIbHA Ta BAaCKyJIIpHa 6ioMiHepasiizauis. Biepie 6yB BCTaHOBJIEHUH JieTanbHUil (pa3oBuii
Ta (i3MKO-XiMiYHUIN CKJIAa] OCHOBHUX (POPM NATOJIOTYHUX 6ioMiHepaiiB y II[3. BcTaHOBIEHO, 110 OCHOBY BCiX TUIIIB
6iominepasizauii [TPII3 cTaHOBUTH TiAPOKCHANIATUT KabLilo. BusBieHo 3HaueHHs ekcrpecii bax, OPN, VEGF y

mopdoreHesi 6iomiHepasnizoBaHoi TkaHuHu [1PII3 Ta nokazaHo BaXJIMBICTb LIUX MapKePiB B OLiHLIi IIepeoiry



3J105IKiCHOTO Ipouecy. Bucoka ekcnpecis 6inka bax Ta HU3bKa €KCIIpPecisl HOro aHTaroHicra bel-2 y mineparnizoBaHiit
TkaHuHi [1PII3 CBiAYNTL MPO NOCUIIEHHS allONTO3Y Y NyXJINHHUX KIiTUHAX. [inepnpoaykuis OPN nyxJInHHUMYN
KJIITUHAMU € MOKJIMBUM (dakTopom npoTufii 6iominepanizanii [TPI3. Bucokuii piBens excrpecii VEGE moske
CBimuMTH PO 6i/IbII BUCOKMI PiBEHB TNOKCIl B TKAaHMHI MiHepasizoBaHoro [1PIII3. Brepie gociigkeHo
mop¢oreHes, TPOTHOCTUYHE Ta AiarHOCTUYHE 3HAaYeHHs IICaMOMHUX Tisielp ripu [1PII3. TIopiBHIOIOYYM BUIIAIKN
[TPII3 3 HasIBHICTIO METACTa3iB, BiA3HAYMIIY, 1[0 MiHEPasli30BaHi 3pa3Ky MyXJIMH JOCSTaloTh OibIINX PO3MIPIB y
IIOPiBHSIHHI 3 BUNaaKaMu 6e3 npossiB Kaynbuudikanii (p<0,02), y HUX BUSBIEHO JOCTOBIPHO BUILIMIL PiBEHb €KCIIPECii
bax (p<0,001), OPN (p<0,008) i VEGF (p<0,012). V¥ rpymni 3pa3kis [T1PII]3 6e3 minepani3alii BUsSBiIeHO BULIMI PiBEHb
ekcnpecii bcl-2 (p<0,04). TakuM 4Y1HOM, OLiHIOIOYH BILIUB 6ioMiHepanidalii Ha nepebir [TPII3, MmoskHa
CTBEPJKyBaTH IPO ii CIIPHSHHS 3aXVCHUM CUJIaM OpPraHi3aMy, siKe M0Jisirae B 0OME>KEeHHi POCTY Ta IIOIIMPEHHI
nyxauHU. OCTEONOHTHH, BiIKJIaJal04MCh HA [TIOBEPXHI IICAMOMHUX TijleLlb i 3'€JHYI0YMCD 3i CTI0JIyKaMU KaJblijlo,
CTUMYJIIOE iX YIIiJIbHEHHS Ta OpraHi3allilo, IpUiiMalouu yyacTb y GOpPMyBaHHi ix mapyBaToi CTpyKTypu. [TokasaHo,
1110 BUSIBJIEHHSI ICAMOMHUX Tijlelb y J1iMoBy3ax uu 310poBiil 1113 € BaskIMBOIO [iarHOCTUYHOI 03HAKOIO
npuxosaHoro [TPII3. OTpuMaHi gaHi MOXKYTb CTaTH BayKJIMBUMU KPUTEPISIMU Y JiarHOCTHUL 3/108KiCHUX NyxJnH 1113
Ta JO3BOJISITh IIEPETJIIHYTH CTAaHJAPTHU JiKyBaHHS NAMISIPHOTO paKy WMTONOAIGHOI 321031 3 6ioMiHeparizalieo y
6iK 3BHIDKEHHSI arpeCUBHOCTI JIiKyBaJIbHOTO ITpolecy. JucepTaliis prucBsideHa BUPiLIeHHIO IIPO6JIeMU IIOKPaLeHHS
SIKOCTI [jarHOCTUKYU PaKy WXTONONiOHOI 331031 IIJISIXOM BUSIBJIEHHSI 0COOJIMBOCTEN MOPOreHe3y NnarijisspHOro
PaKy MUTONOAIOHOI 371034 3 6GioMiHepaslizallielo, BCTAHOBJIEHHS IATOT€HETUYHUX OCOOJIMBOCTEN KaHLIEPOreHesy 3a
YMOBH PO3BUTKY MATOJIOTYHOI Kanbuudikalii y MyxJanMHHIA TKaHuHI. 3aranom 6yso pocuigxkeno 1131 unankis PII3.
OCHOBY KJ1iHiKO-MOP(OJIOTiYHUX, IMyHOTriCTOXIMIUHKX Ta (iZUKO-XIMIYHUX JOCHiIKeHb AUCepTalLiliHOi poboTU
ckianu 60 Bunagxis [TPII3. BusgsieHo, o y riCTOJIOTIYHINA CTPYKTYPIi 37I0KICHOI TUPEOIAHO] NMaToJIorii muToMa
yactka [1PII3 ctaHOBUTH y cepenHboMy - 74,0%. YacToTta BusBieHHs 6iominepanizanii [TPI3 y yosnoBikiB HIXYa,
HDK Yy >)KiHOK. 3B'sI3Ky MiX 6i0MiHepastizallieio Ta BikOM IallieHTiB He 0yJio BusiBieHo. [Ipu 6iominepasizauii [TPII13
BCTAHOBJICHUM JleTalbHUN (Ppa3oBuii Ta (i3nKO-XiMiYHUI CKJIaJ, OCHOBHUX (POPM INATOJIOTYHUX GioMiHepaiB y 1I3.
BcraHOBJIEHO, 1110 OCHOBY BCix TuUIiB 6iominepasnizanii [TPII[3 cTaHOBUTH rilpOKCHUANaTUT Kajbliilo. BussieHo
3HaueHHs ekcrpecii bax, OPN, VEGF y mopdorenesi 6iominepasnizoBaHoi TkanuHu [1PII3 Ta nokazaHo BaXJIUBICTb
LIMX MapKepiB B OLiHL Iepebiry 3/104KiCHOro mpouecy. Bucoka ekcripecis 6iika bax Ta HU3bKa eKCIpecist 1oro
aHrarosicta bcl-2 y minepasnizosaHniit TkanuHi I1PI3 cBiTYuTh PO NOCUJIEHHS allONTO3y Y MyXJIMHHUX KJITAHAX.
lnepnpogykuis OPN nyxJIMHHUMY KJIITUHAMU € MOXJINBUM GakTopoM npoTtugii 6iominepanizauii [TPII3. Bucokuit
piBeHsb ekcnpecii VEGF Moske cBimuuTu rpo 6inbil BUCOKUIA piBeHb rinokcii B TkaHWHI MiHepasizoBaHoro TTPIII3.
Brniepiie nocrinkeHo Mmopgorenes, IpOrHOCTAYHE Ta iarHOCTUYHE 3HAYEHHSI ICAMOMHUX Tinenp npu [TPII3.
[NopisHioroun Bunagxku I1PII3 3 HasgBHICTIO MeTaCTa3iB, Bii3HAYMIIY, 110 MiHEPAJII30BaHi 3pa3Ku ITyXJIMH NOCATAl0Th
6inpInMX Po3MipiB y MOPIBHSIHHI 3 BUNagKaMu 6e3 nposiBiB Kaybuudikauii (p<0,02), y HUX BUSBIEHO JOCTOBIPHO
BUIIMI piBeHb ekcnpecii bax (p<0,001), OPN (p<0,008) i VEGF (p<0,012). ¥V rpyni 3paskis [1PII]3 6e3 minepasnisaii
BUSIBJIEHO BULIMI piBeHb ekcnpecii bel-2 (p<0,04). Takum YMHOM, OLHIOIOUYM BILIUB GiOMiHepasisalii Ha nepeoir
[TPII3, MOKHA CTBEPISKYBATH IIPO ii CIPUSIHHS 3aXMCHUM CUJIAM OPraHi3my, sKe I0J1Irae B 0OMeXXeHHi poCcTy Ta
MOLIKMPEHHI NyXJIUHU. OCTEONIOHTHH, BiIKIaJAl04YMCh HA TOBEPXHI IICAMOMHUX Tijlelb i 3'€JHYIOYUCH 31 CII0JIyKaMU
KaJIbLIil0, CTUMYJIIO€ iX YIIiZIbHEHHS Ta OpraHisallilo, IpUIMaloyu y4acTb y GOpPMYBaHHI iX lIapyBaToOi CTPYKTYpPH.
[TokazaHo, 110 BUSBJIEHHS ICAMOMHUX Tijlelb y J1iM(OBYy3ax 41 310poBiii 1113 € BaXINBOIO iarHOCTUYHOIO
03Hakolo npuxosaHoro [1PII3. OTpumaHi gaHi MOXXYTb CTaTH BaXKJIMBUMU KPUTEPISIMU y IiarHOCTULL 3JI0SKICHUAX
nyxsinH 13 Ta 103BOJISITh EPETJISIHYTA CTAHJAPTH JIiIKyBaHHS NAISIPHOTO paKy MIATONOAIOHOI 3271031 3

6ioMiHeparizaliieo y 6iK 3H>KEHHS arpeCUBHOCTI JIiKyBaJbHOTO MPOLIECY.

2. The dissertation is devoted to the problem of quality improving of thyroid cancer diagnostics by identifying of
morphogenesis features of papillary thyroid cancer (PTC) with biomineralization, the establishment of pathogenic
features of carcinogenesis on the assumption of pathological calcification in tumor tissue development. Overall,
1,131 cases of thyroid cancer were investigated. 60 cases of PTC were the basis of morphological,
immunohistochemical and physico-chemical studies of dissertation. It was revealed that specific percentage of



PTC conducts averages 74.0% in the histological structure of malignant thyroid pathology. The determination
frequency of biomineralization in PTC in men is lower than in women. Connection between biomineralization and
patients' age was not found. Such types as psammoma bodies, stromal and vascular biomineralization were marked
out in PTC biomineralization. Detailed phase and physico-chemical composition of the main forms of pathological
biominerals in thyroid gland were established the first time. It was determined that the basis of all types of PTC
biomineralization is calcium hydroxyapatite. The value of bax, OPN, VEGF expression in morphogenesis of
biomineralized PTC tissue was discovered and the importance of these markers in estimation of malignancy flow
was shown. High expression of bax protein and low expression of its antagonist bcl-2 in mineralized tissue of PTC
indicate a strengthening of apoptosis in tumor cells. Hyperproduction of OPN by tumor cells can be a possible
factor of counteraction to PTC biomineralization. High levels of VEGF expression may indicate a higher level of
hypoxia in the tissue of mineralized PTC. The morphogenesis, prognostic and diagnostic value of psammoma
bodies in PTC were investigated the first time. Comparing cases of PTC with the presence of metastases, it was
indicated that mineralized tissue samples reach larger sizes comparing to cases without calcification manifestation
(P<0.02), significantly higher levels of bax (p<0.001), OPN (p<0.008) and VEGF (p<0.012) expression were found in
them. In the group of PTC samples without mineralization higher levels of bcl-2 expression (p<0.04) were found.
Thus, assessing the influence of biomineralization on PTC course, man can maintain about its favour to protective
forces of the body, which is confined in the growth control and in tumor spread. Osteopontin, depositing on the
psammoma bodies' surface and combining with calcium compounds, stimulates their consolidation and
organization, taking part in the formation of the layered structure. It was shown that the psammoma bodies
detection in lymph nodes or in healthy thyroid gland is an important diagnostic feature of hidden PTC. The
obtained data can be important criteria in diagnostic of malignant tumors of the thyroid gland and will allow to
review the treatment standards of papillary thyroid cancer with biomineralization downward aggressiveness of the
treatment process.
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