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Pedepar:

1. ITliguenko H. C. InguBinyamnizanis jikyBaHHS NAMJSIPHOTO PaKy MUTONOAI6GHOI 3271031 y XBOPHX 3
iHcysliHOpe3UuCTeHTHiCTIo. [luceprTalis Ha 30006YyTTsl HAyKOBOTO CTyIeHs JokTopa ¢dinocodii 3a cnewjianbHicTio 222 —
MeaMnuHa. — Jlep>kaBHa ycTaHoBa «IHCTUTYT Meau4dHoi pagiosorii Ta onkosorii im. C. I1. 'purop’eea HAMH
Ykpainu», XapkiBcbKuil HallioHa/IbHUY YHiBepcuTeT imeHi B. H. Kapasina, Xapkis, 2024. Jluceprauiiina po6oTta
IIPUCBSIYEHA JOCII)KEHHIO MOJIEKYJISIPHO-MOP(OJIOTiYHUX 0COOIMBOCTEH MalliJIIPHOT0 paky WUTONOiOHOI 3271031
Ta iHAMBigyanizauii oro JIiKyBaHHS y XBOPHX 3 iHCYJIIHOPE3UCTEHTHICTIO 17151 MiBUIIEHHS €(EeKTUBHOCTI
IPOTUIYXJIMHHOI Teparlii. /lucepraniiina po60Ta CKJIaJA€eTbCs 3 IBOX YACTUH. Y NepIiil YaCTUHI AMCepTaLillHOro
IOCIIiIKeHHS] 0OCTeXXEeHO Ta IpoaHasizoBaHo 142 xBopux (23 vyososiku Ta 119 xiHKn), Ki Many ricTONOriYHO
IiATBEPAKEHUH JIiarHo3 NallijIipHOro paky muTonogioHoi 3ano3u (TI1PI3), micss pagukanbHOro XipypriyHoro
sikyBaHHA. CrienjanbpHe JikyBaHHS xBopux Ha [TPII3 374ificHI0OBAIOCH 3TiIHO 3 IPOKOJIAaMU ITPOTUITYXJINHHOTO
niKyBaHHS gudepeHLiiioBaHnx GopM paKy. B mocigkeHi oLiHIOBaIMCh TOKA3HUKU BYTJIEBOGHOTO CTATyCy (iHAEKC

HOMA-IR, riiko3usiboBaHuii reMora06iH, iHCyIiH, nykop Hatiie, C-ienTun) Ha eTamnax JikysaHHs. 3i 142 Biniopanux



naujenTis i3 [TPII[3 77 xBopum 6yJI0 IPU3HAYEHO Ta TIPOBEAEHO 2 Kypcu pazioitomoreparii (PUT) no mocsarueHHs
MOBHOI abJis1Iii 3aTMIKOBOI TKAHWHU MUTONOMiIOHO1 3a71031U. [I7151 OLiHIOBAHHSI J1ab0PaTOPHUX MOKA3HUKIB
BYIJIEBOJIHOTO cTaTycy Y xBopux Ha [1PII[3 B nunamini cgopmoBaHo ABi rpynu: rpymna nopisHsHHs - 40 XBopux 6e3
incysinope3ucteHTHOCTI (IP) (inpexkc HOMA-IR - no 2,7) Ta ocHOBHA rpyna — 37 XBOpUX 3 HasiBHiCTIO [P (iHzekc
HOMA-IR = 2,7). OCHOBHY ApyTy rpymy 6yJio po3rofijeHo Ha ABi MiArpyIy 3a HasgBHICTIO B CXeMi JIiKyBaHHSI
6iryaniny metgopminy: - 2 A niarpyna (12 nauieHTiB): OTpUMyBasu TiJIbKY CYIIPECUBHY TOPMOHOTeparlio L-
TUPOKCUHOM; — 2 B mifgrpyna (25 nauieHTiB): [01aTKOBO A0 CYIPecUBHOI Teparlii L-TUpOKCHHOM ITpU3Havyanu
meTdopmiH. Ha nogansuiomy etamni 6ys10 IpoBeeHo JuHaMidHe criocTepeskeHHs (74 nalieHTiB) 3a nessKuMu
[IOKa3HUKaMU CUTHAJIbHOTO MIJISKY iHCyiHOonoAi6Horo dakropa pocty (IOP-1) Ta nokasnukom IP (ocHoBHA rpyma -
37 xBopux i3 HasgBHicTIO IP, 1 rpyna nopisHsaHHS — 27 xBopux 6e3 IP, 2 rpyna nopisHsHHSA - 10 xBopux 6e3
OHKoJI0TiyHOi narosorii). [IpoBeieHUi KOpeJsILiiiHMIA aHali3 napameTpiB okasHukKiB IOP-1, piBHS iHCysiHY Ta
ingexkcy HOMA-IR y xBopux 3 IP (JikyBaHHS 32 POTOKOJIOM + MeT(opMmiH) micsis PUT, nokaszas cuibHUiA
IIO3UTHUBHUI B3a€MO3B'SI30K, 110 JI0Ka3ye ePeKTUBHICTb MeTPOPMiHy 1010 nofosanHs IP ta 3HwKeHHs piBHs IOP-1.
Lle nae 3Mory 3aCTOCYBaHHSI MET(OPMIHY B IPOrpami IPOTUNYXJIMHHOTO JIIKyBaHHS Ta PEKOMEHYBAaTH BU3HAUEHHS
ingexcy HOMA-IR Ta piBHs IOP-1 B k1iHiuHIl Ta 1abopaTopHill npaktuli y xsopux Ha [TPII3. V npyriit yacTusi
IMcepTallii TPOBeJIeHO PETPOCIIeKTUBHUM aHaJi3 icTopiit xBopo6 nauieHTiB i3 [TPI3 3 peuuanBHUM Ta arpeCUBHUM
nepebirom Ta OTPUMaHO HOBI aHi o0 UupKyJowyoro IOP-2 y cupoBaTii KpOBi TaKUX XBOPUX. Y JOCHIIKEHHS
BBililIM icTOpii xBOpo6 23 nauieHTiB Ha [TPIII3 i3 penuaMBHUM NepebiroM 3axBOPIOBAHHS: 6 YOJIOBIKIB i 17 >KiHOK.
3a3HaYeHVM MalieHTam 6yJI0 IPOBE/IEHO KOMILJIEKCHE JIIKyBaHHS, SIKE CKJIAIa0Cs 3 XipypriyHoro yiikyBanHs, PUT
Ta CyIPeCUBHOI ropmoHoTeparii. [Ipy aHani3i apxiBHUX JaHUX OOCTiIKyBaHUX XxBopux Ha [1PII3 BusBieHo, mo
nepeoir JlikyBaHHS CYTTEBO BU3HAYaBCS BEJIMYMHOIO NIEPILIO] Ta IPYroi akTMBHOCTI, TPUBAJIICTIO IEPEPBU MIX
Kypcamu PUT, riCTOIOTNYHOK0 CTPYKTYPOIO MYXJIMHK Ta PO3MiPOM 3aJIMIIKOBOI TKaHuHY 1113 Tomo. Iy oTprMaHHs
HOBUX JAaHUX 00 LupKyJodoro IOP-2 y cuposarui KpoBi xBopux Ha ITPI3 6ys0 cdopmoBaHO rpynu
IOCJiI)KEeHHSI: PeLMIUBHMI ITepebir 3aXBOPIOBAHHS HA eTalli MOHITOPUHTY — 7 NallieHTiB, arpeCUBHUI Nepedir mics
IIPOBEIEHOTr0 XipyprivHOro JIiKyBaHHS — 4 nauieHTy. ['pynamu nopiBHsaHHS ctanu 27 xBopux Ha [TPII3 6e3 IP Ta
YMOBHO 3/10POBi NallieHTH 6€3 OHKOJIOTIYHMX 3aXBOPIOBaHb — 10 0ci6. Y xBopux 0ys10 gocifxeHo piBeHb IOP-2 3
METOI0 MO>KJIMBOTO IIOLIYKY HOBITHIX IIPOTHOCTUYHUX MapKepiB arpecuBHOro abo penuauBHoro nepedbiry ITPI3.
OT>xe, BCTAaHOBJIEHO KpUTUYHi 3HaYeHHs IOP-2 sk npenukropu maHipecralii MeTacTadyBaHHs paky B JIiM(OBY37H i
NOUMPEHICTb INIMOUHU ITpolecy o Tumy N+. 1i 3HaueHHsI MOXYTb 6yTH BUKOPUCTAHI [17151 IPOTHO3YBaHHS
HasIBHOCTi IIPUXOBAHOTO METACTa3yBaHHS Y XBOPUX i CBIUNTH ITPO JOLJIbHICTh BUKOHAHHS NOCIinKeHHs Ha [QP-2.
3Baxalouu Ha Iie, BusHaueHHs [QP-2 y cupoBatii KpoBi MOXXKHA BUKOPUCTOBYBATH 1711 YTOUHEHHS PU3UKIB
MEeTacTaszyBaHHs 0 TUIly N+ [opsif 3 iHIKYMU MapKepaMmu. Y JucepTalilHOMy JOCHiIXEHHI po3p00JIeHO
iHIMBINyai30BaHy KOMILJIEKCHY IIPOrpaMy JIiKyBaHH Ta MIOCTJIIKyBaJIbHOTO CIIOCTEpPEKeHHA XBopux Ha [TIPII3 3 IP,
y sKill HAyKOBO OOIPYHTOBAaHO HEOOXITHMI KOMILJIEKC NIiarHOCTUYHUX JOCIIiIPKEeHb, CIIPSIMOBAHUM Ha MiABUILEHHS
edexruBHOCTI BussaeHHs [1PI3, mo cnpusie 6inbi e(peKTUBHOMY JIiKYBaHHIO Ta 3HMKEHHIO MOXKJIUBOTO
PeLUIVBYBaHHS Ta MeTacTazyBaHHS. Kil04oBi C10Ba: NamisisipHUN pak LUTONoAi6Hoi 3a1031, iHgekc HOMA-IR,
iHCyJ1iH, iHCyiHONIOAiOHI pakTOpU POCTY, iHCYIIHOPE3NCTEHTHICTh, MET(POPMIH.

2. Pidchenko N. S. Personalization of treatment for papillary thyroid cancer in insulin-resistant patients.
Dissertation for the degree of Doctor of Philosophy in specialty 222 —Medicine. — State Organization Grigoriev
Institute for Medical Radiology and Oncology of the National Academy of Medical Sciences of Ukraine, V.N Karazin
Kharkiv National University, Kharkiv, 2024. The work is concerned with the study of molecular morphological
features of papillary thyroid cancer and personalization of treatment for insulin resistant patients to improve
effectiveness of anti-tumor therapy. The dissertation consists of two parts. The first part of the work contains a
description of examination and analysis of 142 patients (23 men and 119 women) who had a histologically verified
diagnosis of papillary thyroid cancer after radical surgical treatment. Special treatment of patients with papillary
thyroid cancer was performed according to the protocols of anti-cancer treatment of differentiated forms of
cancer. We assessed the indicators of carbohydrate status (HOMA-IR index, glycated hemoglobin, insulin, fasting
blood sugar level, C-peptide) at the stages of treatment. Out of 142 selected patients with papillary thyroid cancer,



77 patients were prescribed 2 courses of radioiodine therapy until full ablation of the residual tissue of thyroid. To
assess laboratory indicators of carbohydrate status in patients with papillary thyroid cancer over time, we formed
two groups: a comparison group that included 40 non-insulin-resistant patients (HOMA-IR index - up to 2,7) and a
treatment group that consisted of 37 insulin-resistant patients (HOMA-IR index > 2,7). The treatment group was
divided into two subgroups according to the presence of metformin in the treatment regimen: - Subgroup 2 A (12
patients): received only suppressive hormone therapy with L-thyroxine; - Subgroup 2 B (25 patients): metformin
was prescribed additionally to suppressive therapy with L-thyroxine. At the next stage, we performed a dynamic
examination of 74 patients according to certain indicators of insulin-like growth factor pathway (IGF-1) and insulin
resistance (treatment group - 37 insulin-resistant patients, comparison group 1 - 27 non-insulin-resistant patients,
comparison group 2 - 10 patients without cancer pathology). The performed correlation analysis of parameters of
IGF-1, insulin level, and HOMA-IR index in insulin-resistant patients (treatment according to the protocol +
metformin) after radioiodine therapy showed a strong positive correlation that proved the effectiveness of
metformin in overcoming insulin resistance and decreasing IGF-1level. It gives the possibility to use metformin as
a part of anti-cancer treatment and recommend measuring HOMA-IR index and IGF-1level in clinical and
laboratory practice in patients with papillary thyroid cancer. The second part of the dissertation deals with a
retrospective analysis of medical case histories of patients with recurrent and aggressive papillary thyroid cancer.
Also, the new data on circulating IGF-2 in the blood serum of these patients are described. We analyzed medical
case histories of 23 patients with recurrent papillary thyroid cancer: 6 men and 17 women. These patients
underwent complex treatment consisting of surgery, radioiodine therapy, and suppressive hormone therapy.
When analyzing archive data of patients with papillary thyroid cancer, we found that the treatment course was
significantly influenced by the value of the first and second activity duration of the interval between the courses of
radioiodine therapy, histological structure of the tumor, and the size of thyroid tissue, etc. Keywords: papillary
thyroid cancer, HOMA-IR index, insulin, insulin-like, growth factors, insulin resistance, metformin.
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