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xipypriunomy Bigaini Inctutyry y 2000-2023 pp. Yci XBOpi IepeHecIn TOTajlbHY TUPEOINEKTOMIIO, IIOELHAHOIO 3
IyceKiieto NiMPaTHIHUX By3JIiB mui. [1aljieHTiB po3ainany Ha rpynu NalieHTiB 3i CIOPaAUYHUMU YU CIIAKOBUMU
MK Ha ocHoBi aHanizy HassBHOCTI MyTauiil RET 3apogkoBoi siHii, kiiHidyHOro peHOTUNy (HasIBHOCTI XapaKTepHUX
HeEeHJJOKPUHHUX KJIHIYHUX 03HaK, peoxpomonutomu (PEO), nepsuHHOrO rinepnaparupeosy, nl'TIT) ta/4u
CciMeHOro aHamHe3sy. JIoJaTKoBO y MaLi€eHTIB i3 Cr1aJIKOBUMHU KapLMHOMaMy YTOYHIOBAJIN ITPUHAJIEXKHICTD 4O IPYII 3
cuaapomom MENZA, MEN2B i cimerinux MK. BpaxoByBasnu Taki 03HaKU: BiK i CTaTh Malli€HTIB, pO3Mip NyXJIWUHY,
kareropito kapurHoMmu TNM i cTazito XBOpobu, MyIbTUQPOKAIbHICTb Ta iHBa3iMHICTh IyXJIMHY, HasgBHICTb XAIT,
piBeHb KanbuuTOHIHY (KLI) y cpoBaTLi KpOBi 10 Ta Mics onepaii, BilcOTOK BDKABAHHS Ta TEPMiH, 10 IIPOVIIOB
nicys onepanii o cMmepri. [TyxauHy BBaXXaIU MyJIbTUPOKATIBHOIO, SIKIIO OYJI0 BUSIBJIEHO IIPUHANMHI 1Ba BOTHULIA B
OfHiN 41 nBOX yacTKax 1I13. 3a cTyneHem iHBa3ii Ha OCHOBI pe3yJIbTaTiB IATOTICTOJIOTIYHUX AOCIiIPKEHDb BUL SN
OKPEMO KaIlCyJIbHY, iHTpa- uM eKcTpatupeoigHy. CTafiig 3aXxBOpIOBaHHs KjlacugikoBaHa BiilIOBIAHO O CUCTEMU
BusHavyeHHs crafii AJCC/UICC. Cepeq nauieHTiB 3 MK, siKi mpoiiliy reHeTU4YHE TECTYBAHHS, Y YOTUPbOX BUSIBJIEHI
myTauii reHa RET 3apozaxoBoi miHii, 1110 703BOINIIO HiATBEPAUTH AiarHo3 — criagkosa GopmMa XBOpobu (CUHIPOM
MENZ2A, MEN2B, cimeitna MK). Pe3ysbTaTyl IOPiBHSIJIBHOTO aHAJIi3y XapaKTEPUCTHK CIIaIKOBUX 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; KapLIXHOMH Jy>XKe pifko MyJabTU(OKaIbHI, 4acTOTa iHBa3iHUX [TIOMIpHA;
4yacToTa HeNoBHOI 6i0xiMiyHOI BiANOBIzi Ta peuuauBiB nicis onepatiii He nepesutiye 10%. 11% xBopux manu
BigpaneHi Metactasu MK, a Bunaaxku cMepTi xBopux cepef, koroptu (10 BUNagKis) CriocTepiraau auuie 3a Lux
KapuuHOM. Bik momepinux - 52,8+2,1 p.; po3mMip KapuuHOM — 46,4+1,4 MM; IT'SITEPO 3 HUX MaJIM BiffajeHi MeTacTasu y
IIeYiHKY Ta JiereHi; yac, 10 MpOoMILIOoB MicJis onepatiii 10 cMepTi, ckias 5,2+0,9 p. 0715 TUX, XTO MaB BifajneHi
MeTacTasy, i 6,8+0,9 p. A1 Tux, y Koro BoHU 6ysu BifcyTHi. Bik nauieHTiB 3i cnagxosumu MK 1o 30 pokiB; nyx/inHU
3ne6inbioro kareropii T2-T3, poamipom 30-40 MM i 6isblile; yacTile 3 MeTaCTa3aMu y LEHTPaJIbHI Ta JlaTepabHi
nim@oBy3any mui; 6isbIIa YacTKa MyXJIUH MYJIbTU(OKAJIBHI 3 BUCOKOIO YaCTOTOIO iHBa3il y Karcysy MyxJIuHH, Y
TKaHuHy 1113 i, 3 MEHII0I0 4acTOTO10, 1032 Hel; YacToTa HellOBHOI 610XiMiYHOI BiNOBiZi CyTTeBa (32 paxyHOK
nanjeHTiB 3 cuHgpoMoMm MEN2), a KinbKiCTb peLlnInBiB HEBEJIUKA (B OCHOBHOMY 3a ciMelHoi popmu MK).
ArpecuBHila nosejiHka cnopaguiHux MK y XxBopux 40J10Bi40i cTaTi (MOPiBHSIHO 3 )KiHKaMM) OXOIIIOE GibLINIA
PO3Mip MyXJIMHY, YaCTillly KallCyJbHY, iHTpa- Ta eKCTPATUPEOifHy iHBa3ilo, uplle MeTacTa3yBaHHs Yy JiM¢aTUYHi
BY3JIM lIMi Ta BifJjaj€Ho, BUIY CTaJil0 XxBopoou, 6inbmunii nepenonepauiitnuil pisens K1l y cupoBatii KpoBi i MeHII
3HAYHE 3HVKEHHS MOro MicJIs BUAAIEHHS YXJIMHY, 4aCTilli [MoonepauiiHi peqyuansy, IIOBTOPHI onepauii i Buiy
JleTasibHICTh. PO3Mip KapLIMHOM € OHUM 3 OCHOBHUX YMHHUKIB, I10 O6YMOBJIIOIOTh arpECHUBHUI XapaKTep
menyngpHoro paky. Kpurnyaum ayist MK I3 e giametp nyxnuuuy rnoHan 20 mm. Pisens K1 y kposi nanienTis 3 MK
113 cyTTEBO 3a/IEXKUTD Bifl TAKUX arpeCUBHUX XapaKTepUCTUK MK 5K My/nbTr(OKaIbHICTD, iHBa3iNMHICTb Ta
HasIBHICTb MeTacTasiB y 1MpoBy3nu mui. HasBHO e intoctpye nopiBHsaHHS piBHS K1 y nauieHTIB 3 yHipOKaIbHUMU,
HeiHBa3iiHMMU MIKpOKapLMHOMaMU 6e3 MeTacTasiB y J1iM(OBY3JH MKi Ta XBOPUX 3 MYJIbTU(OKAIBHUMHU,
inBaziiiHMMU KapimHomamu Kareropii T4AN1abMO - 60,5+4,3 rir /mi i 2992,3+755,1 i /M1 BignoBigHo. [Ticns
omnepatii cepenHs KoHueHTpauis KL y kposi xBopux 3 Takumu MK ckiiana Bianosigno 2,0 nr/mi i 146,0+31,5 nir /mi;
XBOPpI 3 epIoi rpyny Many NoBHE 6ioxiMiuyHe BUIIIKOBYBaHHS, sIKe OyJIO BiICYyTHE B XBOPUX IPYroi IPyIIu.

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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