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1. MeTa nucepTaniiiHoi po60TU: BUBYUTU MOXKJIMBOCTI MOJIEKYJISIPHOI 1ialrHOCTUKY Ta KJIiHIYHI 0COGIMBOCTI
MeAyJISIPHUX KapLMHOM IUTONOIIOHOI 3271031, HEOOXiIHOTO 06CATY XipypriYHOTO JIiKyBaHHS, TPOTHOCTUYHUX
YMHHUKIB BIDKMBAHHS XBOPHUX, MOKJIMBOTO IIEPCOHAI30BAHOTO 3aCTOCYBAaHHS TapreTHOI Teparii 3 MeTOI0
nipBuIeHHs e(eKTUBHOCTI JIiKyBaHHSI MAlli€eHTIB 3 MeIyJISIPHUM TUPeoifHuM pakoM. Byna copmoBana koropra
Nalj€eHTIB 3 MeAYJSIPHOIO KapLIMHOMOIO MKATONOoAI6Hoi 3am03u (MK 1113), sxi 6yu o6cTexxeHi Ta NpoonepoBaHi y
xipypriunomy Bigaini Inctutyty y 2000-2023 pp. Yci XBOpi IepeHecan TOTaJbHY TUPEOINEKTOMIIO, [IOELHAHOIO 3
Inucekuiero iMmpaTYHKX By3iiB mui. [TalieHTiB po3Aiisiy Ha TPynu NalieHTiB 3i CHOPAaAUYHMMU YU CIIaIKOBUMU

MK Ha ocHoBi aHasnizy HasiBHOCTI MyTauiit RET 3aponkoBoi siHii, kiiHidyHOro peHoTUny (HasiBHOCTI xapaKTepHUX



HEEeHJOKPUHHUX KJIIHIYHUX 03HaK, peoxpomonutomu (PEO), nepeuHHOrO rinepnaparupeosy, nl'TIT) ta/4u
CciMeNHOro aHamHe3y. JI0aTKOBO y Malli€eHTIB i3 CIaJKOBUMHU KapLMHOMaMH YTOYHIOBAJIA IPUHAJIEKHICTD O IPYII 3
cuaapomoM MENZA, MEN2B i cimerinux MK. BpaxoByBasnu Taki 03HaKU: BiK i CTaTh Malli€HTIB, pO3Mip MyXJINUHY,
Kareropito kapurHomu TNM i cTafito XBOpo6u, MyJIbTU(POKAIbHICTb Ta iHBa3ilHICTh MyXJIMHU, HasBHICTb XAIT,
piBenb kanmpuuToHIHY (KL) y cupoBaTLi KpOBi 10 Ta Micys onepatiii, BilcOTOK BUKMBAHHS Ta TEPMiH, 110 IPOMILIOB
nicss onepauii o cMmepri. [TyxauHy BBaXXalIu MyJIbTUPOKATIBbHOIO, SIKILO OYJI0 BUSIBJIEHO IPUHANMHI iBa BOTHULIA B
OfHil M 1BOX yacTKax 1I13. 3a cTyneHem iHBa3ii Ha OCHOBI Pe3yJIbTaTiB ATOTICTOJIOTIYHUX LOCIIIKEHDb BUL AN
OKpPEMO KaIICyJIbHY, iHTpa- 4 eKcTpaTupeoigHy. CTais 3aXxBoploBaHHS KiacrugpikoBaHa BiATIOBIIHO JO CUCTEMU
BusHaueHHs crafii AJCC/UICC. Cepepn nauieHTiB 3 MK, sKi Ipoiiiny reHeTUYHE TECTyBaHHS, y YOTUPbOX BUSIBJIEHI
myrauii reHa RET 3aponkoBoi jiHii, 1o 703B0MIO0 NiATBEPAUTHU JiaTHO3 — CIIaikoBa popma XBOpooHU (CUHIPOM
MENZ2A, MEN2B, cimeitna MK). Pe3ysbTaTul IOPiBHSIJIBHOTO aHAJIi3y XapaKTEPUCTHK CIIAKOBUX i ciopaguyHux MK
CBifyaTh, mo 37e6inpmoro Bik nanienTis 3i cnopaanyHnmu MK ckiagae 41-60 pokiB; 6i1b1IiCTh MYXJIMH BiTHOCSTH
1o kareropii TINOMO po3mipom [10 2-x CM; KapLIMHOMH JY>XKe Pifko MyJabTU(OKaIbHi, YacToTa iHBa3ifHUX I1IOMIPHQ;
4acToTa HENOBHOI 6i0xiMiYHOI BiANOBIizi Ta peluauBiB nics onepatiii He nepesuiye 10%. 11% xBopux manu
BigpaneHi Metactasu MK, a Bunaaku cMepTi xBopux cepeg, koroptu (10 BUnagKis) crocTepiraay auuie 3a Lux
KapuuHOM. Bik momepinux - 52,8+2,1 p.; po3amMip KapiuHOM — 46,4+1,4 MM; ITSITEPO 3 HUX MaJIM BifJajieHi MeTacTasu y
IIeYiHKY Ta JIereHi; yac, 10 pOMILIOoB MicJis onepatiii 10 cMepTi, ckias 5,2+0,9 p. 0715 TUX, XTO MaB BifajeHi
MeTacTasy, i 6,8+0,9 p. A1 Tux, y Koro BOHU 0ysu BincyTHi. Bik nauieHTiB 3i cnagkosumu MK 1o 30 pokiB; nyx/inHU
3ne6inbpimoro kareropii T2-T3, poamipom 30-40 MM i Gisblie; YacTille 3 METACTa3aMu y LEHTPAJIbHI Ta JlaTepasbHi
nim@oBy3zny mui; 6isblIa YacTKa MyxJIUH MyJIbTU(OKAJIbHI 3 BUCOKOIO YaCTOTOO iHBa3il y KaIlcysy MyxXJIuHH, Y
TKaHuHy 1113 i, 3 MEHII0I0 YacTOTO10, 1032 Hel; YacToTa HEMOBHOI 610XiMiYHOI BiNOBIZi CyTTeBa (32 paxyHOK
nauieHTiB 3 cuHgpomoM MEN2), a KinbKicTh peliuuBiB HeBeJMKa (B OCHOBHOMY 3a cimeliHoi popmu MK).
ArpecuBHima nosepinka criopaguiHux MK y xBopux 40J10Biu0i cTati (HOPiBHSHO 3 )XKiHKaMM) OXOILIIOE OiIbIIni
PO3Mip MyXJIMHY, YaCTillly KalCyJbHY, iIHTpa- Ta eKCTPAaTUPEOifHy iHBa3ilo, KplIe METaCcTa3yBaHHs Yy JiM¢paTUYHi
BYy3JIM IIMi Ta BifJaj€HO, BUIY CTaJil0 XBOpooH, 6inbmumii nepegonepauniitnuil pisens K1 y cupoBarli KpoBi i MeHII
3HAYHE 3HVKEHHS MOro MiCJIs BUAAIEHHS YXJIMHY, 4aCTilli [MoonepauiiHi peqyuansy, IIOBTOPHI ornepauii i Buiy
JleTasibHICTh. PO3Mip KapLMHOM € OJJHUM 3 OCHOBHUX YMHHUKIB, 110 OOYMOBJIIOIOTh arpECHUBHUII XapaKTep
MmenynsapHoro paky. Kpurnyaum ayist MK I3 e giametp nyxnuuuy rnoHan 20 mm. Piens K1 y kpoBi nanientis 3 MK
113 cyTTEBO 3a/I€KUTD Bifl TAKAX arpeCUBHUX XapaKTepUCTUK MK 5K MynbTr(OKaIbHICTD, iHBa3iNHICTh Ta
HasBHICTb MeTacTasiB y iMQoBy3nu mui. HassHo ne inmoctpye nopisHsaHHA piBHS K1 y nanieHTiB 3 yHidpoOKanipHIMY,
HeiHBa3itHMMHU MIKpOKapLMHOMaMU 6€3 MeTacTasiB y JIiM(OBY3JIH Ki Ta XBOPUX 3 MYJIbTU(OKAIBHUMH,
iHBagiitHumu kapruHomamu Kareropii T4N1abMO - 60,5+4,3 nir /M i 2992,3+755,1 rir /M1 BigmoBingHo. [Ticns
onepaii cepenns konneHTtpauis KL y kpoBi xBopux 3 Takumu MK ckiazna Bignosigsao 2,0 ir/mi i 146,0+31,5 or/mi;
XBOPpI 3 NepIIoi rpyny Majny oBHe 6ioxiMiuHe BUJIIKOBYBaHHS, sIKe OyJIO0 BiICyTHE B XBOPUX IPYroi IpyIu.

2. The aim of the dissertation work: to study the possibilities of molecular diagnostics and clinical features of
medullary thyroid carcinomas, the required volume of surgical treatment, prognostic factors for patient survival,
and the possible personalized use of targeted therapy to improve the effectiveness of treatment of patients with
medullary thyroid cancer. A cohort of patients with medullary thyroid carcinoma (MTC) was formed, who were
examined and operated on in the surgical department of the Institute in 2000-2023. All patients underwent total
thyroidectomy combined with neck lymph node dissection. Patients were divided into groups of patients with
sporadic or hereditary MTC based on the analysis of the presence of germline RET mutations, clinical phenotype
(presence of characteristic non-endocrine clinical signs, pheochromocytoma (PHEC), primary
hyperparathyroidism, pHPT) and /or family history. Additionally, patients with hereditary carcinomas were
classified as belonging to the MEN2A, MEN2B and familial MC syndrome groups. The following characteristics
were taken into account: age and sex of patients, tumor size, TNM carcinoma category and stage of the disease,
multifocality and invasiveness of the tumor, presence of HAIT, serum calcitonin (CC) level before and after surgery,
survival rate and time from surgery to death. A tumor was considered multifocal if at least two foci were detected
in one or two lobes of the thyroid gland. According to the degree of invasion, capsular, intra- or extrathyroidal



were distinguished based on the results of pathohistological studies. The stage of the disease was classified
according to the AJCC/UICC staging system. Among patients with MC who underwent genetic testing, four were
found to have germline RET gene mutations, which allowed confirming the diagnosis of a hereditary form of the
disease (MEN2A, MEN2B syndrome, familial MC). The results of a comparative analysis of the characteristics of
hereditary and sporadic MC show that the majority of patients with sporadic MC are aged 41-60 years; most
tumors are classified as TINOMO with a size of up to 2 cm; carcinomas are very rarely multifocal, the frequency of
invasive ones is moderate; the frequency of incomplete biochemical response and recurrences after surgery does
not exceed 10%. 11% of patients had distant metastases of MC, and the deaths of patients among the cohort (10
cases) were observed only for these carcinomas. The age of the deceased was 52.8+2.1 years; the size of the
carcinomas was 46.4+1.4 mm; five of them had distant metastases to the liver and lungs; the time elapsed after
surgery to death was 5.2+0.9 years for those with distant metastases and 6.8+0.9 years for those without them.
The age of patients with hereditary MC is up to 30 years; tumors are mostly T2-T3, 30-40 mm in size and larger;
metastases to the central and lateral lymph nodes of the neck are more common; a greater proportion of tumors
are multifocal with a high frequency of invasion into the tumor capsule, into the thyroid tissue and, to a lesser
extent, beyond it; the frequency of incomplete biochemical response is significant (due to patients with MEN2
syndrome), and the number of relapses is small (mainly in the familial form of MC). The more aggressive behavior
of sporadic MC in male patients (compared to women) includes larger tumor size, more frequent capsular, intra-
and extrathyroidal invasion, more extensive metastasis to the lymph nodes of the neck and distantly, higher stage
of the disease, higher preoperative serum CC level and less significant decrease after tumor removal, more
frequent postoperative recurrences, repeated operations and higher mortality. The size of the carcinomas is one of
the main factors determining the aggressive nature of medullary cancer. Critical for MC of the thyroid is a tumor
diameter of more than 20 mm. The level of CC in the blood of patients with MC of the thyroid significantly depends
on such aggressive characteristics of MC as multifocality, invasiveness and the presence of metastases to the
lymph nodes of the neck. This is clearly illustrated by the comparison of the level of CC in patients with unifocal,
non-invasive microcarcinomas without metastases to the lymph nodes of the neck and patients with multifocal,
invasive carcinomas of the T4N1abMO category - 60.5+4.3 pg/ml and 2992.3+755.1 pg/ml, respectively. After
surgery, the average concentration of CC in the blood of patients with such MCs was 2.0 pg/ml and 146.0+31.5
pg/ml, respectively; patients from the first group had a complete biochemical cure, which was absent in patients
from the second group.
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