AHOTAILIA

Tkauyx H. I1. TIpodinakTrka micisionepaiiHux peryIuBiB Y XBOPUX Ha BY3JIOBI
dbopmu 300a. — KBaniikariitna HaykoBa npaiis Ha MpaBax pyKOMHCY.

Juceprariist Ha 3A00yTTS HAYKOBOTO CTyIEeHS JokTopa ¢urocodii 3a
cnenianpHicTi0O 222 — Meaununa, 14.01.03 Xipypris (22 — OxopoHa 310poB's).
bykoBuHChKHI AepxaBHUM MennuHui yHiBepcuteT. Yepninii 2020.

BykoBUHCHKUI iepKaBHUN MeauuHui yHIBepcuTeT. YepHiBii 2021.

VY nucepramiiiHiii poOOTI HABEAEHO pPE3yJIbTaTH KOMIUJIEKCHOTO KIIIHIYHOTO 1
7a00paTOPHOTO  JIOCHIPKEHHS XBOPUX Ha BY3JOBUH  €BTHpPEOiHUN 300, ix
0COOJMBOCTEH Yy MPOONEPOBAHUX XBOPHUX 0€3 peuuauBy 1 3 PEUUIMBOM 300a, IO
JI03BOJIMJIO CTBOPUTH HOBHM alNTOPUTM JIKyBaJlbHOI TAaKTHUKH, 3aCHOBAaHWUN Ha
BUKOPDHCTAHHI  HampalboOBaHOI  MPOTHOCTUYHOI  IIKalM, SKUM  mnependadae
OOIrpyHTOBaHMI BUOIp 00CATY JIIKyBaHHS XBOPHX 1 TPO(PUIAKTUKHA PEHUANBY 3004.

Kiiniuauid Martepian yTBOpWIM 96 Malli€HTIB, K1 MPOXOIUIM OOCTEKEHHS 1
JIKyBaHHs Ha 0a31 XIpypridyHoro BijaiIeHHs YepHiBelbKo1 00JaCHOT KITHIYHOT JIIKapHi.
JI71st BUpilIEeHHS IOCTABIICHUX 3aBJAaHb OCIIIKEHHS 1X 0YyJIO pO3/11JIEHO HA TPU OCHOBHI
rpynu: mnepmry rpymy copmyBanu 30 Mami€eHTOK 3 MiCIASONEpaIliiHuUM PErUIIBOM
BY3JIOBOT'O (06aratoBy3/10BOr0) €BTHUPEOiTHOrO 300a, 10 Apyroi BBiAnUIM 30 maIieHTOK
13 By3J710BUM (0araToBY3JIOBUM) €BTHUPEOITHUM 3000M, y sIKMX 3a nanumu Y3]J[ Oyio
3a()iKCOBAaHO MIBUIKUM TEMIT POCTYy BY3miB (3poctanHs nonan 50% o0’emy By3na 3a
MeroaoM Brunn mpotsirom 1 poky), 10 TpeThoi Ipynu BBIALIUIM 36 NaIi€eHTOK 13
BY3JIOBUM (0aratoBy3JIOBUM) 3000M, y SKUX 3 JomoMoror Y3J[ aiarHOCTOBaHO
MOBUTRHUN TEMIT POCTY BY3JIB IIUTOMOMIOHOT 3aJI03H: 301IbIIIEHHS 00’€My BYy3/a 3a
MetogoM Brunn nHa menm Hik 50% mnpotsrom 1 poky. I'pyny NOpiBHSHHS IS
JOCITIJIKEHHSI TOPMOHAIBHOI (PYHKINT MUTONOAI0HO0T 3a7m03u yTBOopmian 20 XKiHOK 0e3
NaToJIOTii MMTONOAIOHOT 3ano3u. /[ns eramy MopdOJOTiYHUX JOCHIIKEHb [0
NOPIBHSUIBHOI Tpynu OyJi0 BKIIOYEHO ayTONCIMHUI Marepian, orpuManuid Big 20
MTOMEPITUX JKIHOK, SIK1 HE MaJIl 3aXBOPIOBAHb IIUTOMOAIOHOT 3aJI03H.

3a IOMOMOroI0 peTpPOCIEeKTUBHOTO aHalli3y KIIHIYHO-1a00paTOPHUX MOKA3HUKIB

HaM# OyJI0 BCTAHOBJICHO, 1110 y MAII€HTIB 3 PELIUIUBHUM 3000M Bi0yBasiacs aKTHBAIIis



rinoTajgamMo-rinodizapHoi CUCTEMH, 0 WMOBIPHO CIPUYMHUIIO 3aIMyCK MEXaHI3MIB
BY3JIOYTBOPEHHS Y pe3ulyasbHii TupeoinHiid TkanuHi. [Ipo 1e cBiguarh CTaTUCTUYHO
ICTOTHI BUII TTOKa3HUKHA CHUPOBATKOBOTO TUPEOTPOMHOTO TopMoHy. Cepen iHIIoTo, Ha
JTAHUW TpOIleC MOTJIO BIUIMHYTH TOPYIHICHHS NepudepruyHOi KOHBEPCli TUPEOITHHUX
TOPMOHIB, MIO MPOSBISIOCh Y JAAHUX TMAII€HTIB 3HIKEHHSM PIBHS CHPOBAaTKOBOTO
BUTBHOTO TPUHOATHUPOHIHY Ta 3MEHILIEHHS CyMapHOTO TUPEOigHoro iHaekcy. [Iporsarom
MPOBEICHHS TPOCIEKTUBHOTO €Tamy JOCIIKeHHsI Taki K TEHJICHLIi CHocTepiraiu y
BCIX OOCTEXyBaHMX MAIIEHTIB OCHOBHHX TPYI, IMPOTE O3Ha4YeHe OyJO0 CTATUCTHYHO
1ICTOTHO BHUPA3HIMIUM Y 0CI0 13 MIBUJKUM TEMIIOM POCTY BY3JIB IIUTOMOAIOHOI 3aI03H.
TuTpu aHTUTUPEOITHUX AHTUTUI Ta KOHIEHTpAIlisi TUPEOTIO0yJIiHY TaKoX Oyiu
ICTOTHO BUUIMMH B YCIX OCI0 OCHOBHHUX TIpYINl BIJIHOCHO TpPYIH THOPIBHSIHHS.
[IpoBeneHuii KOpenAIMHNI aHalli3 3aCBITYUB HAsIBHICTh MTaTOICHETUYHUX 3B’ SI3KIB MIXK
JTOCIIKEHUMH TMOKa3HUKaMH Ta J03BOJUB 3pOOUTH BHUCHOBOK, IO TMOKa3HUKH, SKi
B1I0OpaXkaroTh (PYHKI[II0 TinoTasaMo-TinmodizapHoi OcCi, AKTUBHOCTI NepUPEpPUUHOT
KOHBEpCIi THUPEOINHUX TOPMOHIB, THUTP AHTUTUPEOIHUX AHTUTUI Ta pPIBEHb
TUPEOriIo0yIIiHy B CHPOBATLi KPOBI MOXYTb CIYKUTH MPOTHOCTUYHHUMH MapKepaMu
1010 PEIUIMBY BY3JIOYTBOPEHHS B TKAHMHI IITUTOMO110HOT 3a1031.

Y 96 xBopux mnpoBeAEeHO MOP(QOJIOTiuHI, IUTOXIMIYHI, TICTOXIMIYHI,
IMYHOTICTOXIMIYHI Ta IMyHOLIUTOXIMIYHI JOCIIP)KEHHSI TKAHUHU BY3JI1B IIUTOMO110HO1
3aJ1031d, OTPUMMAHO! NUIAXOM MYHKIIT Ta miciast omeparlii. AHaii3 TiCTONATOJOTTYHHX
npenapariB 3acBIIYUB, 110 30UIBIICHHS MUTOMOTO 00’€MYy MapeHXIMH MPHU BY3JIOBOMY
3001 MOB’s3aHE SK 31 30UIBIIEHHAM YHCIA KIITUH MApEeHXIMU TaK 1 3 3POCTaHHIM
3arajJbHOTO 00’€MYy THPOIIMTIB, MPUYOMY 30UIBIIEHHS 3arajibHOTO 00’€MY THPOIIMTIB
MOB’s13aHe 31 30UTBIICHHSAM 00 €My iX HMUTOIUIa3MHU MpU CTAIUX po3Mipax saep. B
TiCTOMATONOTIYHUX TpermapaTtax 1 B Ma3KaxX 3 IYHKTAaTiB IIUTOMOIOHOT 3alio3H,
CTIIOCTEpiraeThCsi ONHA W Ta caMa 3aKOHOMIPHICTh — SACPHO-IIUTOIUIA3MATUYIHE
CHIBBIJIHOLIEHHSI TMOCTYNMOBO 3MEHIIYETHCS B TOCIIJOBHOCTI: TKaHMHA HOPMAaJbHOI
IIUTOMOIOHOT 3a7103H, BY3JIOBUH 300 3 MOBUIBHUM TEMIIOM POCTY, BY3JIOBHM 300 31

HIBUIKAM TEMIIOM POCTY, PELIUIUB BY3JI0BOTO 300a.



BcTaHoBiieHO TakoX, 1110 MPU BY3J10BOMY 3001 31 IIBUJKUM TEMIIOM POCTY Ta IPH
peuuanBl 300a 3HAYHO IIJIBMUINCHUN TUTOMUNA 00’eM (ibpoOmacTiB y cTpomi B
MOPIBHAHHI 3 HOPMAJIbHOIO TKAHUHOIO IIUTOMOAIOHOT 3a7103H, a TAKOXK 1 B TIOPIBHSAHHI 13
BY3JIOBUM 3000M 13 TTOBIJILHUM TEMIIOM POCTY, aji¢ HEMA€ CTaTUCTUIHOT PO301KHOCTI 3a
UM TIOKa3HWKOM MK HOPMAJbHOI TKAHWHOKO IMUTOTOMIOHOT 3aJI03M Ta BY3JIOBUM
3000M 3 MTOBUIBHUM TEMIIOM POCTY.

PesynpTaTn  IMYHOTICTOXIMIYHOTO Ta  IMYHOIIMTOXIMIYHOTO  JOCIIJKCHHS
3acBimumid, mo iHaekce Ki-67 B TupouMTax XapaKTepHO 3pOCTaB y MOPIBHSIHHI 3
HOPMAJIbHOIO TKaHWHOIO HIUTOMOJIOHOI 3a703U B MOCTIAOBHOCTI: 300 3 MOBLIBHUM
TEMIIOM POCTY, 300 31 MIBUJAKUM TEMIIOM POCTY, peuuauB 300a. KoedimieHT kopemnsiii
MK 1HAeKCOM Ki-67 TUpOUUTIB B Ma3Kax 3 MMyHKTATIB IIUTOIMO/10HO1 3aJI03U Ta TEMIIOM
pocty By3na ckmaB 0,684 (n=96, p<0,05). Hamu Takoxx OyB oOpaxoBaHUI
anoNTOTUYHUHN 1HAEKC AKUM OOpaxoBYBaJIM y NPOMUIE Ha IIJCTaBl BepHQIKallii
anoNnTOTUYHO 3MIHEHHUX THUPOLMTIB Ta HAa MIJCTaBl HAsSBHOCTI allONTOTHYHHUX TIIELb.
3riJIHO BKa3aHUX MOKA3HMKIB aloNTO3 3MEHIITYBABCS MPU BY3JI0BOMY 3001 3 TOBUILHUM
TEMIIOM POCTYy, a MpH 3001 31 MIBUAKUM TEMIIOM pPOCTY — JELIO0 3POCTaB, aje Mpu
peruanBi OyB y CEpeTHhOMY B MEXKaxX HOPMH. [HITMM MOKAa3HUKOM aroITo3y CIYKHIIa
IMyHOTICTOXIMIYHA Ta IMyHOLUTOXIMIYHA MMO3UTUBHICTh HA aHTUTEH P53, BIAMOBIIHO JI0
4oro 00paxoByBalid 1HJEKC pS53 K B TICTOJIOTIYHUX 3pi3aX Tak 1 B Ma3Kax 3 MYHKTATIB
IUTONOMI0HOT 321031, BiIMITHUM € Te, M0 y CepeIHOMY 3aKOHOMIPHOCTI 3MiH MO0
1HAeKCY PS3 OyaM aHANOriyHI amnonTOTHYHOMY I1HJEKCY IHOJO BY3JIOBOrO 300a 3
MOBUILHUM TEMIIOM POCTY, Ta MIOA0 BY3JIOBOTO 3004 31 MIBUJIKUM TEMIIOM POCTY, ajie He
moa0 penuauBy 300a. KopemsmiiiHuii aHami3 TokaszaB 3aJeXKHICTh 1HACGKCY pS3 B
TUpOIUTaX 13 TeMnoMm pocty By3na 0,692 (n=96, p<0,05), a 3 ingekcom Ki-67 y
tupormrax 0,794 (n=96, p<0,05).

Koedimienr R/B B Tuponurax, sk y TiCTOJOTIYHOMY 3pi3i Tak i B Maskax i3
NYHKTATIB MIMTOMOAIOHOI 3a703U 3aKOHOMIPHO 30UIbIIYBaBCS B IOCIIJIOBHOCTI:
HOpMaJibHa IIUTOIOA10HA 3271038, BY3JI0BH 300 13 MOBUIBHUM TEMIIOM POCTY, BY3JIOBUI
300 31 HIBUJKUM TEMIIOM pOCTY, PELUMIMB BY3JI0BOTO 300a. Y cyOemiTemniaabHii

0a3zanpHiil MeMOpaHi xx koedinienT R/B 3pocTaB y mopiBHSHHI 3 HOPMaJIbHOI TKAHHHOIO



IIUTONOM10HOT 3a103U TIJIBKM NP BY3JI0BOMY 3001 31 IIBUIKUM TEMIIOM POCTY Ta MpPH
pelUAMBI  BY3JIOBOrO 300a, MpPUYOMY TMpH IUMX craHax koedimienr R/B vy
cyOeniTenianbHii 6a3aibHIi MeMOpaHi € MPUOIU3HO OHAKOBUM. ONTHYHA T'yCTHHA B
CIOJIyYHO-TKAHMHHMX  BOJIOKHAX 3HW)XKyBajacsi B  IIOCHIJIOBHOCTI: HOpMajbHa
IIUTOIMOAIOHA 3aJ103a, BY3JIOBHMA 300 13 TOBUIBHUM TEMIIOM POCTY, BY3JIOBHH 300 31
MIBUJAKUM TEMIIOM pOCTy, PEIHIMB BY3JI0BOro 300a, Toai sk B (pibpoOmacrax
CIIOCTEPITa€eThCA MPOTUIICKHA TEHJSHIIIS, MMPUYOMY B JAHOMY BHUIAIKY PI3HUII MIX
BY3JIOBUM 3000M 31 MIBUAKAM TEMIIOM POCTY Ta PEIUIUBOM BY3JIOBOTO 3002 HEMAE.

AHami3 KIIHIYHUX 1 JJA0OpAaTOPHUX TMOKA3HUKIB 3aCBITYMB HASIBHICTh CYyTTEBUX
BIJIMIHHOCTEH HH3KUA TIapaMETpIB Yy XBOPUX Ha BY3JIOBHM €BTUpEOinHMN 300 13
pelUIMBHUM Ta Oe3peluIuBHUM Horo mepedirom. ToMy MU JOCHIAWINA 3B’S30K 3MiH
TaKuX TIOKa3HHWKIB 3 BHHUKHEHHSM pPEIUIWBY, IO JO3BOJIWIO OH BimiOpaTH
HallH()OpPMATUBHINII [l HAaNpallOBaHHS BIPOTIHOI MPOTHOCTUYHOI ImIKamu. Jlis
CTBOPEHHS MOXJIMBOCTI MAaT€MaTU4YHOI OOpOOKM JTaHUX BIJICYTHOCTI PELUJIMBY 300a
HajaHo 3HaueHHs 0, po3BUTKY peuuauBy — 1. [lo aHamizy 3aimydyeHi NMOKa3HUKHU BIKY,
1HAEKCY MacH Tija, TEMIy pPOCTy MIMTOMOMIOHOI 3al03u, TEMIy pOCTy BYy37a,
CUPOBATKOBOTO  BMICTY  BUIbHUX  (pakiiii TpUHOATHUPOHIHY 1 THPOKCHHY,
TUPEOTPOITHOTO TOPMOHY, CITIBBIIHOIIEHHS MK BUIBHUM TPUUOATHUPOHIHOM 1 BIIBHUM
TUPOKCUHOM, THUPEOIAHOrO0 1 CyMapHOro THUPEOIAHOIO IHJEKCIB, MpoJi(epaTuBHOIO
iHgexkcy Ki-67, mpoamonTOTHYHOTO 1HIAEKCY P53,  sIepHO-IHUTOIIa3MATUYHOTO
CHIBBIIHOLIEHHS Y UTOIUIa3M1 THPOLUTIB, KoediuieHTa R/B y muTomiasmi TUPOLUTIB,
ONTUYHOI TYCTUHU 3a0apBJICHHS Ha 3araJIbHUM OLJIOK y IIUTOIIa3M1 TUPOIIHTIB.

J11st OIiHIOBaHHS MPEUKTUBHOL 3/IaTHOCTI KOMIUICKCY JOCIIKEHUX TTOKA3HUKIB
HaMU TPOBEJCHUN AUCKPUMIHAHTHUN aHali3, B AKOMY KiIacu(ikauiiHUM (akTopoM
CJIyTyBaJIa HasiBHICTh YH BIJICYTHICTh PELUJIMBY B OOCTEKEHUX XBOpHX. B pesymnbraTi
BCTAHOBJICHO, II0 CYKYITHMHA BITUB O3HAYCHHWX TOKA3HHWKIB CTATUCTUYHO ICTOTHO
MOSICHIOE PO3IO/ILT XBOPUX Ha Tpynu 0€3 peuuauBy i 3 peuuauBom 3060a. Ile cBiauuth,
M0 CYKYIHICTh 3aCTOCOBAaHMX HAaMH TIOKa3HHWKIB MOXKHAa BHUKOPHCTATH ISt
IPOTHO3YyBaHHA. BogHOUAac 3a3HaYMMO, 10 PO3MEKYBAaHHS XBOPUX HA TPYNH PU3HUKY B

TaKUi croci0 y MpakTUIll € JeH0 YTPYTHEHUM Yepe3 CKIAIHICTh PO3paxyHKIB.



3ansi CHpPOILEHHS TMPOTHO3YBAHHS 1 BU3HAYEHHS CTYMNEHS BIUIUBY OKPEMUX
MOKAa3HUKIB Ha MMOBIPHICTh BUHUKHEHHSI PELUIUBY 3002 MU IIPOBEIH OAHOGAKTOPHUMA
JTUCTIEPCITHUI aHaji3 PO3MOUTY MapaMeTpiB PEIHINBY, B 3aJICKHOCTI BiJ O3HAYCHHX
KpUTEpiiB. 3a pe3yibTaTaMy aHaTi3y HAMU HampalboOBaHA MPOrHOCTUYHA IIKaja, B AKIN
KOKHOMY 3 BMIIIEHUX KPUTEPIiB HaJaHa IEBHA KUIbKICTh MyHKTIB. [lucmepciitnuit
aHaJi3 3aJIeKHOCTI PO3MOALTY MapaMeTpiB pelUANBY BiJl CYMHU IyHKTIB, BU3HAYEHOI 3a
HaIpalbOBAaHOIO IIKAJIOK 3acBIYMB, IO IOKA3HUK CYMH CTaTUCTUYHO I1CTOTHO
NOSICHIOE po3moai napamerpiB peruauBy (f=18,46, p=0,0000). 3a maHuMu aHami3y,
PO3MEXKYBaJIBbHUM KPUTEPIEM, 32 SKUM CJ1J1 IPOrHO3YBATU PO3BUTOK PELUIUBY € CyMa
nyHkTiB 11. UyTnuBicTh mikanu, BU3HaY€HA HA HABUYAIbHINA BUOIPIN, Ky yTBOpUIU 96
JOCITIDKEHUX HaMU XBopux, ctaHoBmia 93,02%, a cmemmdivunicts — 96,36%. OTtxe,
HalpalboBaHa HaMHu IIKajga € 1HGOPMATUBHUM 3aCO00M MPOTHO3YBAHHS PEIMJIMBIB
300a.

Ha migcraBl mpoBeAeHOro aHalily HamMH — PO3pOOJIEHHHA  J11arHOCTHYHO-
JMKyBaJTbHMI anroputM. MOro OCHOBOIO CTAIM PEKOMEH/AIi, HABEJEHi B Cy4acHHX
HACTaHOBaX, IMOE€AHAHI 3 pe3yJbTaTaMu MPOBEACHUX HAMHU JOCHIPKEHb 1 HaIlUM
KJIIHIYHUM J10CB1IoM. OCHOBOIO BUOOPY 3aX0/1B 3 TPO(DITaKTHUKN pEelUIUBY 300a cTajna
HamnpanboBaHa MPOTHOCTUYHA IIIKAaJIa.

OOcTexxeHHsT TalleHTIB po3nounHaemo 13 Y3J[ mmTomomaiOHOi 3aio3u  Ta
OIIHIOBAHHS ii TOPMOHAJIBHOT aKTUBHOCTI Ta (PYHKIIIHHOT aKTUBHOCTI Tinmodiza. SKiio
NPOTArOM OOCTEKEHHSI BHUSBIICHO 3JIOSIKICHE YTBOPEHHS, TaKOTO TMAlll€HTa CIif
CKEpyBaTH Ha KOHCYJbTAallll0 O OHKOJIOTAa il BHOOpPY HACTYNMHOI TaKTHUKU HOro
JikyBaHHS. fkiio 3a ganuMu Y 3]l Oyiio BCTaHOBJIEHO HAsBHICTh BY3JIOBOTO YTBOPEHHS
B TKaHWHI 3a103u po3mipoM 0 10 mm 1 3Miau knacudikoBani ssk TIRADS 2, 3 ro,
3arajoM, Taki Mali€HTy MiUBIraloTh TUHAMIYHOMY CIIOCTEPEKEHHIO 13 COHOTpadiyHUM
KOHTPOJIEM IIUTOIOAIOHOT 321034 Ta MOHITOPUHTOM THPEOTPOIHOTO ropMoHy 1 pa3 Ha
6 wicsauiB. TakuM maiieHTaM pPEKOMEHAYEMO JOTPUMYBATUCA ILIJIBOBOTO PIBHS
TUPEOTPOMHOTO TOPMOHY 170 2,5 MKMO/mMn mna  3amobiranHs HWMOBIPHOTO
CTUMYJIIOBAILHOTO BIUIMBY Tinodiza Ha TKAaHWUHY HIMTOMOAIOHOI 3aJ103U. Y BHUIIaJIKax,

KOJM TPOTAroM dYeproBoro Y3J[ muTomoaiOHOT 3am03u J1arHOCTOBAHO 3OLTBIICHHS



pPO3MIpiB BY3JIOBUX YTBOPEHb, BBAKAEMO 3a MOTPIOHE MPOBEIECHHS TOHKOI'OJKOBOI
acripamniiHoi MyHKIIHHOI Olomcii 13 HACTYNMHUM JIOCHI/DKEHHSAM ITYHKTaTy IS
BU3HAYEHHS PU3HKY PEIUINBY.

VY pa3i BUSBJIEHHS B IIUMTOMOJIOHINA 3a7031 By3ia po3MmipoMm moHaa 10 mm Ta
kinacudikamii TIRADS 2, 3, mnamieHTam TMOKa3aHO TPOBEACHHS TOHKOTOJIKOBOI
acmipaniiHoi myHKIiHOI Oiomcii. JlikyBaHHIO 3riIHO 3 PO3POOJIEHHM AITOPUTMOM
MJJIATal0Th XBOPI 3 IOOPOSIKICHUMU BY3JIOBUMH YTBOpeHHSAMHU, ToOTO 3 II-IV Kimacamu
3a Bethesda.

3a BIZICYTHOCTI TOKa3aHb J0 XIPYpPri4yHOro JIIKYBaHHS XBOPUM PEKOMEHJIOBAaHE
IUHaMiuHe crocTtepekeHHa. OCHOBHMMM IOKa3aHHAMU JO oOImepalii, 3riAHO 3
HAaCTaHOBAaMH, BB@)XAEMO KOCMETHYHHMHM JOePEeKT, KOMIIPECII0 OpraHiB IMmui 13
MOPYIICHHSM iX (YHKITI].

SIKIIO BCTAHOBJICHO HHU3bKMA PHU3MK pEHUANBY, BBaXAEMO 3a JOLIIbHE
BUKOHYBAaTH PE3EKIliiHI orepanii, B 3aJl€XHOCTI BIJ KIIHIYHOI CUTyallli, OCKUIbKH
30epeKeHHs 3J0pOBOi (DYHKIIIOHAILHO CIPOMOKHOI THUPEOiTHOI MapeHXIMU MIHIMIZY€
HEOOXITHICTh MPU3HAYEHHS 3aMICHOI TOPMOHAJIBHOI Tepamii. Y pasi ii He0OX1IHOCTI, B
MICSONepallifHUI  Teplo] TMallieHTaM MPU3HAYAEMO TMperapaTd JICBOTUPOKCUHY Y
IHAMBIAYaJIbHIM 71031, SIKa PO3PAXOBYETHCS 3a 3arajiIbHONPUIHATAMU METOJUKAMHU,
BUXOJISIUM 13 HAJIEXKHOI MacH Tuta. L{IIbOBUM piBHEM THUPEOTPOIHOTO TOPMOHY 32 TAKHX
yMOB MokHa BBaxatn 4,2 MKMO/Mi, OCKUIBKM HEMa€ 3acTepeXeHb 00
HEOOX1THOCTI BHKJIIOYEHHS CTUMYJIIOBALHOTO BIUIMBY OCTAaHHHOTO HA PE3UIyalIbHY
TkaHuny LI13.

3a BU3HAYEHOTO BHUCOKOTO PHU3MKY PEUUAMBY OIEpalielo BHOOPY, 3a yMOBH
OJTHOOIYHOI JIOKami3alii BY3JIOBUX YTBOPEHb, IMOBUHHA OyTH Te€MITUPEOIAEKTOMIS.
[TicnsionepairiitHa ropMOHaIbHA Teparis B TAKUX BUMAJKaX MOBUHHA OyTH MpU3HAYCHA
13 TOTPUMAHHSIM I[JIOBOT'O PiBHS TUPEOTPOITHOTO TOPMOHY 110 2,5 MKMO/Mmi1.

VY pas3i n1BOOIYHOT JIOKami3allii By3JiB y IIMTOMOJIOHIM 31031, PEKOMEHIYEMO
oreparliifHe BTpy4YaHHS B 00CS31 THPEOiNEeKTOMIi, OCKUIBKH HE MAa€ CEHCY 3aJIUIIUTH
MOTEHIIHHO CXWJIBbHY JI0 PEIUANBY THPEOiNHY TKaHWHY, sIKa, MIBUIIE 3a Bce, Oyae He

3MaTHOIO  3a0e3meuyBaTH  €BTHUPEO3 03 TOPMOHAIbHOI  MIATPUMKH. PiBeHb



TUPEOTPOMTHOTO TOPMOHY Y TICAsoNepalifHOMy TMepioJl BapTo YTPUMYBAaTHU B
pedepenTHux Mexax (10 4,2 MkMO/min) 1715 Halle)KHOTO (DYHKI[IOHYBAHHSI OpraHi3My.

3 BUKOPHUCTAHHIM HAMpabOBAHOTO AITOPUTMYy HAMHU MpoJikoBaHO 150 XBopux,
cepenHiii Bik cranoBuB 41,32+9,36 pokiB. Cepen Hux 55 (37%) naifieHTiB i3 By3JI0BUM
Ta 95 (63%) maiieHTiB 13 OaraToBy3JI0BUM €BTHUPEOIAHUM 3000M. ['pymnoro mopiBHIHHS
Oy 65 xBopux, cepenniit Bik — 40,66+£10,25 pokis. Cepen aux 21 (32%) i3 By3710BUM
Ta 44 (68%) 3 GaraToBY3IOBHM eBTHpeoinHIM 3000M (}°=0,377, p>0,1). OTxe, rpymnu
Oymu 3iCTaBHI.

Cepen xBOpHX, MPOJIKOBAHUX 3 BUKOPHUCTAHHSM 3alPOIIOHOBAHOTO AJITOPUTMY,
peunauB BUHUK y 6 (4%) xBopux. Cepen XBOpUX MOPIBHAIBHOT TPYNH PEIUINB BUHUK
y 14 (21%) xBopux (3°=15,533, p<0,01).

HaykoBa HOBU3HA O/epKaHUX PE3YJbTATIB IMOJSTAa€E B TOMY, IO B KITHIYHUX
yMOBax BIIeplIE 3/1MCHEHa KOMIUIEKCHA TMOpPIBHsUIbHA OIIHKA KIIHIYHUX JaHUX,
KpUTEpIiB  THUPEOINHOIO  CTAaTyCy, JaHuX  MOP(OJOriYHUX,  TICTOXIMIYHUX,
[UTOXIMIYHUX, IMyHOTICTOXIMIYHMX Ta IMYHOLIMTOXIMIYHUX JTOCIIKCHb Y XBOPUX Ha
BY3JIOBUM €BTHPEOIAHMI 300 1 Ha peuuauBHUN 300. 3rigHO MOPQOIOTTYHHUX
XapaKTEPUCTHK BIA3HAYEHO, 1110 Y TKAaHWHI BY3JIOBOTO 300a MpH Pi3HUX MOTO BapiaHTax
y TMOPIBHSAHHI 3 IIUTONOAIOHOI 3a7103010 0€3 MaTONOrIYHUX 3MIH CTaTUCTUYHO
BiporimHo (p<0,05) 3MIHIOETBCS CHIBBITHOIICHHS MIDXK IapEHXIMAaTO3HUM  Ta
CTpOMaJIbHUM KOMITIOHEHTAMU 300HOI TKAaHMHHM 34 PAaXyHOK 30UIBIIEHHS MHUTOMOTO
00’eMy mapeHXiMH. 3a IMYHOTICTOXIMIYHMUMU Ta IMYHOLMTOXIMIYHUMH JaHUMU
BCTAHOBJICHO BHCOKY AaKTHBHICTH MPOIECIB YTBOPEHHS HOBOI TKAHMHU B TKaHWHI
BY3JIOBOTO 300a, 10 HaWOUIBIN ICTOTHO BHUPAXKEHO NpHU peruauBHOMY 3001. [le
HiATBEPKYETHCS PE3yJIbTaTaMK JIOCIIIPKEHb 010 3MiH iHAekcy Ouika Ki-67 (p<0,05)
y TUPOLUTAX, MO CBIAYUTH MPO MIJIBUIIEHY 1HTEHCUBHICTH KJIITHHHOI mpodideparrii.
Pa3zom 3 1uM, B IMX KJIITHHAX 3MIHIOIOTHCS BJIACTHBOCTI OUIKIB, IO MPOSIBISETHCS
3MiHAMHU CIIBBIJHOIICHHS MDK aMiHOTpyNnaMH Ta KapOOKCHMJIBHUMHU TpylnaMu Ha
KopucTh ocTanHixX (p<0,05).

YTouHEeHI HayKOBI JaHl 100 3B’ A3Ky MIX HIBUIKICTIO POCTY BY3JiB, IPOLECOM

pelMIMBYBaHHS 1 3MIHAMH THPEOIAHOTO TOMEOCTa3y, BCTAHOBIIEHO, IO TEMII POCTY



BY3JIIB BUSBIIS€ HETaTHUBHY KOPEJAILINHY 3aJIeKHICTh BiJl PIBHA CHPOBATKOBOTO
BUIBHOTO TPUHUOATHUPOHIHY, KOCPIIIEHTY CIIBBIIHOIICHHS BUJILHOTO TPUUOIATHUPOHIHY
JI0 BUTLHOTO TUPOKCHHY, CYMapHOTO TUpeoinHoro iHmaekcy (p<0,05); mo3uTuBHY — Bij
PIBHS THPEOTPOITHOTO TOPMOHY, CHIBBIAHOIICHHS THUPEOTPOITHUM TOPMOH/ BUIBHUHN
TPUMOATUPOHIH, TUPEOTPOITHUN TOPMOH/BUIBHUNA TUPOKCHH, PIBHEM THUPEOTIOOYIIHY 1
TUTPOM aHTUTUpeOoigHuX aHTuTi1 (p<0,05). Bmepme 3ampornoHoBaHuii cHoci0
MIPOTHO3YBAaHHS MMOBIPHOCTI PO3BUTKY PEIUIMBY 300y IMICIS OIeparlii, IUISIXOM
KOMIUIEKCHOT'O OLIHIOBaHHS KJIIHIYHUX JaHUX, JIAOOpATOPHUX MOKA3HUKIB, pe3yJIbTaTiB
MOPGOIOTIYHUX, IUTOXIMIYHUX Ta IMYHOLUMTOXIMIYHMX JIOCHIDKEHb ITYHKTaTIB
IIUTONOMIOHOT 303U, SIKUM JTO3BOJIIE OOIPYHTOBAHO BHUAUISATH TPYIHU HHU3BKOTO 1
BHCOKOTO PHU3MKY PO3BHUTKY PEUMIMBHOTO 300a. Brepiie 3amponoHOBaHUN alrOpUTM
JIKYBaJIbHOT TAKTUKHU y XBOPUX Ha BY3JI0B1 (HOPMHU €BTUPEOITHOTO 3002, 3aCHOBAHUMN Ha
3aCTOCYBaHH1 POo3p00JICHOI MPOTHOCTUYHOI IIKAJIH.

[IpakTiuHe 3HaYEHHS OJCPKAHHUX PE3YNbTATIB IMOJSTae B TOMY, IO OTPUMaHi
JaHl CTaJld TIAIPYHTSAM IS HaMpalfoBaHHS HAyKOBO OOIPYHTOBAaHOI KOMILJIEKCHOI
JIKyBaJIbHOI TAKTHKH y XBOPHUX Ha BY3JIOBUH EBTHUPEOiTHUIN 300, ska mepemdadae
nudepeHIiioBannii BUOIp o0CATy 3ax0/IiB Ha BCIX eTamax JIKyBaHHS, 3 ypaxyBaHHSIM
BUJIIJICHHS TPYI HHU3BKOTO 1 BHCOKOTO PHU3WKY BHHUKHEHHS pEIHUIMBY 300a. Y
pe3yabTaTi HAyKOBUX JIOCIIKEHb CTBOPEHO Ta 3aMPOBAKEHO B MPAKTUYHY AISUILHICTD
3aKJ1a/liB OXOPOHHU 3JI0POB’S: HOBY IIKaJy JJIS OI[IHIOBAaHHS WMOBIPHOCTI PO3BUTKY
peuuauBy 300y Micis omneparlii, mo nepeadadae BUAUICHHS TPyl HU3BKOTO 1 BUCOKOTO
PU3UKY MOTr0 BUHUKHEHHS; HOBUW aJTOPUTM JIIKyBaJIbHOT TAKTUKHU y XBOPUX Ha BY3JIOBI
(dbopMH €BTHPEOIAHOIO 300a; YTOUHEHHH HITLOBUI PIBEHh THPEOTPOITHOTO TOPMOHY (10
2,5 ™MxMO/mi), sKOro ciuii JOTpUMYBATHCS [UIsl 3anoOiraHHs KWMOBIPHOTO
CTUMYJIIOBATPHOTO  BIUIMBY Timodiza HAa TKaHMHY [IIUTOMOMIOHOI  3a5103W,
3alPONOHOBAHO JUIsl BU3HAYEHHSI PU3MKY pELMIUBY 300a MPOBOJAMUTH LIMTOXIMIYHI Ta
IMYHOLIMTOXIMIYHI JOCHIJKEHHSI MyHKTaTy BYy3Ja HIUTONMOAIOHOI 3a103M; YTOYHEHI
MOKa3aHHs /10 3aCTOCYBaHHS PI3HUX METOJIIB XIPypridyHOIo JIKyBaHHS, 3 YpaxXyBaHHIM

3arpo3u PO3BUTKY peruauBy 300a. HaykoBo oOrpyHTOBaHa JiKyBaJlbHA TaKTHKa
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no3BosnIa Ha 17% 3HU3UTH Y4aCcTOTY PO3BUTKY MICISIONEpPALIMHUX PELUANBIB Y XBOPHUX
Ha BY3JIOB1 (hOpMU €BTUPEOiTHOTO 3004.
Knwouosi cnosa. By3noBuit 300, TmpodimakThka penuauBy 300a, MIKana

MPOTHO3YBaHHS PU3UKY PELUIUBY 3004, 11arHOCTUYHO-JIIKYBaJIbHUI aJITOPUTM.

CIIUCOK IMYBJIKAIIN 3JJOBYBAUA
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1. Tkauyk HII. 3miHm THpEoimHOrO TOMeEOCTady SK MpUYUHA PEUUAUBY
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JOCITIKCHHS, TIPOaHaTi3yBajia pe3yJbTaTh, MAr0OTyBajla CTaTTIO 10 IPYKY).
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4. Tkachuk NP. Expression of iodine deficiency in patients with nodular
euthyroid goiter and postoperative goiter relapse. B: Boituyk TM, IBamyxk 10, be3pyk
BB, penakropu. Marepianu 100-i mizicyMKoBOi HayKoBO1 KOH(pepeHIii mpopecopchKo-
BUKJIQIalIbKOTO TEPCOHaNy BHIOro aep:kaBHOr0 HABYAIbHOTO 3aKiaay YKpaiHu
«BbyKOBUHCHKUI Jep>KaBHUM MeauuHui yHiBepcuTeT»; 2019 Jlrot 11, 13, 18; YepHisiii.
Uepnisii: Menynisepcurert; 2019, c. 203.
S. Tkauyk HII. Crymiee  BaxkocTi  HomoaepiuuTy y  XBOpUX  Ha
HiC/SIONEpaifHUE  PEUUANBHMEA BY3JI0BUH eBTHpeoinuuii 300. BIMCO Journal.
2019;2019:458.
6. Tkachuk NP. Markers of proliferation and apoptosis in patients with
postoperative recurrent goiter. B: boituyk TM, IBamyk OI, be3pyk BB, pemaktopwu.
Martepiamu 101-i migcymkoBoi HaykoBoi KOHGEpeHIii MpodecopChKO-BUKIAAANBKOTO
IepcoHay BuIIoro aepkaBHOr0 HABUAIBHOTO 3akiaay YKpaiHu «byKOBHHCBKUU
nep:kaBHUM MenuuHui yHiBepcuter»; 2020 Jlror 10, 12, 17; YepniBui. Yepnisui:
Menynisepcurert; 2020, c. 176-7.
7. Sheremet MI, Tkachuk NP. New markers of prognostication of post-operative
recurrent goiter. In: Abstracts of the 3th International Scientific and Practical
Conference Man and environment, trends and prospects; 2020 Feb 10-11; Tokyo, Japan.
Tokyo; 2020, p. 279-81.

HaykoBi npaui, siki 101aTKOBO 3aCBiIYYIOTh Pe3yJIbTATH JUCEPTALIL
1. Tkauyk HII, binookuii BB, T'mpna AB. J[ledaxi acnexktd npodiaakTUKu

HICISIONEPalifHOr0 PEelUIUBY y XBOpUX Ha BY3JIOBI (opmu 300a. MixHapoaHuit
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The thesis presents the results of a comprehensive clinical and laboratory
investigation of patients suffering from nodular euthyroid goiter, their peculiarities in
patients being operated on without relapse and with goiter relapse, which enabled to
develop a new algorithm of therapeutic tactics based on the use of the gained
prognostication scale assuming a substantiated choice concerning the volume of
treatments of patients and prevention of goiter relapse.

96 patients were involved as a clinical material. They were examined and treated
at the Surgical Department of Chernivtsi Regional Clinical Hospital. To solve the
assigned tasks of the study the patients were divided into three main groups: the first
group included 30 female patients with postoperative relapse of nodular (multinodal)
euthyroid goiter, the second one included 30 female patients with nodular (multinodal)
euthyroid goiter demonstrating a rapid growth of nodes found by means of USD (over
50% increase of a node volume according to Brunn’s method during 1 year), the third
group included 36 female patients with nodular (multinodal) goiter and slow growth of
thyroid nodes diagnosed by means of USD: less than 50% increase of a node volume
according to Brunn’s method during 1 year. The group of comparison to examine the
thyroid hormonal function consisted of 20 women without thyroid pathology. Autopsy
material obtained from 20 deceased women without thyroid diseases was used in the
group of comparison for morphological examinations.

Retrospective analysis of clinical-laboratory findings determined that in patients
with goiter relapse the hypothalamic-pituitary system was activated, which might
trigger the mechanisms promoting formation of nodes in the residual thyroid tissue. It
was evidenced by statistically higher indices of the thyroid-stimulating hormone in the
blood serum. In addition to other factors, this process could be affected by disorders of
the peripheral conversion of the thyroid hormones which was manifested among those
patients by a decreased level of serum free triiodothyronine and reduced total thyroid
index. During prospective stage of the study similar tendencies were observed among
all the examined patients of the main groups, though this phenomenon was statistically
more significant among individuals with a rapid growth of thyroid nodes. Titers of anti-

thyroid antibodies and concentration of thyroglobulin were considerably higher as well
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among all the individuals of the main groups concerning the group of comparison. The
correlation analysis conducted was indicative of available pathogenic relations between
the examined parameters, and it enabled to conclude that the parameters reflecting the
function of the hypothalamic-pituitary axis, peripheral conversion activity of thyroid
hormones, the titer of anti-thyroid antibodies and thyroglobulin level in the blood serum
can serve as prognostic markers concerning relapse of node formation in the thyroid
tissue.

Morphological, histochemical, cytochemical, immunohistochemical and
immunocytochemical examinations of the nodular tissue of the thyroid gland obtained
by means of puncture and after surgery were carried out in 96 patients. Analysis of
histopathological specimens indicated that increase of the parenchymal specific volume
with nodular goiter is associated with both an increased number of parenchymal cells
and increase of the total volume of the thyroid cells, and the increase of the total volume
of the thyroid cells is associated with an increased volume of their cytoplasm with a
stable size of nuclei. Both histopathological specimens and smears from thyroid
puncture are characterized by one and the same regularity — the nuclear-cytoplasmic
ratio gradually decreases in the following succession: the tissue of the normal thyroid
gland, nodular goiter with a slow growth, nodular goiter with a rapid growth, and
relapse of nodular goiter.

In case of nodular goiter with a rapid growth and goiter relapse the specific
volume of fibroblasts in the stroma was found to be considerably increased in
comparison with the normal thyroid tissue and nodular goiter with a slow growth.
Though, this index does not differ statistically between the normal thyroid tissue and
nodular goiter with a slow growth.

Results of immunohistochemical and immunocytochemical examination indicated
that Ki-67 index in the thyroid cells typically increased in comparison with the normal
tissue of the thyroid gland in the following succession: goiter with a slow growth, goiter
with a rapid growth, and goiter relapse. Correlation coefficient between Ki-67 index of
the thyroid cells in smears from thyroid puncture and the rate of node growth was 0,684

(n=96, p<0,05). We have calculated apoptotic index on the basis of verification of
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apoptotically altered thyrocytes and on the basis of the presence of apoptotic cells.
According to the indicated parameters apoptosis decreased in case of nodular goiter
with a slow growth, and in case of goiter with a rapid growth it increased
inconsiderably, but it was on an average within normal limits with relapse. Correlation
analysis showed dependence of p53 index in the thyroid cells with the rate of node
growth 0,692 (n=96, p<0,05), and with Ki-67 index in the thyroid cells 0,794 (n=96,
p<0,05). Another parameter indicative of apoptosis was immunohistochemical and
immunocytochemical positive response to antigen p53, according to which p53 index
was calculated both on histological sections and smears taken from thyroid puncture. It
should be noted that on an average regularities of changes concerning p53 index were
similar to apoptotic index for nodular goiter with a slow growth, nodular goiter with a
rapid growth, but not goiter relapse.

R/B coefficient in the thyroid cells both in the histological section and smears
from thyroid puncture typically increase in the following succession: normal thyroid
goiter, nodular goiter with a slow growth, nodular goiter with a rapid growth, and goiter
relapse. R/B coefficient in the sub-epithelial basal membrane increased in comparison
with the normal tissue of the thyroid gland in case of nodular goiter with a rapid growth
and goiter relapse only, and R/B coefficient in the sub-epithelial basal membrane is
approximately equal under these conditions. Optic density in the connective tissue
fibers decreased in the following succession: normal thyroid gland, nodular goiter with
a slow growth, nodular goiter with a rapid growth, and goiter relapse. An opposite
tendency is observed in the fibroblasts, and in this case there is no difference between
nodular goiter with a rapid growth and goiter relapse.

Analysis of clinical and laboratory findings indicated considerable difference
available in a number of parameters in patients with nodular euthyroid goiter with
relapse and without it. We have examined relations of changes of these parameters with
relapse occurrence, which would enable to choose the most reliable ones in order to
develop a reliable prognostication scale. To make the mathematical processing of data
possible, absence of goiter relapse was estimated as 0, development of relapse — 1. The

analysis involved the parameters of age, body mass index, rate of the thyroid gland
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growth, rate of node growth, serum content of trilodothyronine and thyroxin free
fractions, thyroid-stimulating hormone, the ratio between free trilodothyronine and free
thyroxin, thyroid and total thyroid indices, proliferative index Ki-67, pro-apoptotic
index p53, nuclear-cytoplasmic ratio in the cytoplasm of the thyroid cells, R/B
coefficient in the cytoplasm of the thyroid cells, optic density of staining to the whole
protein in the cytoplasm of the thyroid cells.

To assess a predictive ability of a complex of the parameters examined,
discriminant analysis was carried out. A classification factor in it was availability or
lack of relapse in the examined patients. As a result, it was found that the total effect of
the mentioned indices statistically explains distribution of patients into groups without
and with goiter relapse. It confirms that the total sum of the applied indices can be used
for prognostication. At the same time, it should be noted that distribution of patients
into risk groups in such a way is a little difficult in practice due to complicated
calculations.

To simplify prognosis and determine the degree of effect of certain indices on the
probability of goiter relapse occurrence single-factor dispersive analysis was carried out
of distribution of relapse parameters depending on the criteria indicated. The
prognostication scale was developed according to the results of analysis. Every criterion
in the scale is estimated by a certain number of points. Dispersive analysis of
dependence of relapse parameters distribution on the sum of points determined by the
developed scale indicated that the index of the sum statistically explains distribution of
relapse parameters (f=18,46, p=0,0000). According to the data of the analysis a
distributing criterion to prognosticate development of relapse is the sum total of 11
points. Sensitivity of the scale determined on the educational sampling formed by 96
patients examined by us was 93,02%, and its specificity — 96,36%. Thus, the scale
developed is a reliable information instrument to prognosticate goiter relapse.

The diagnostic-therapeutic algorithm was developed on the basis of the analysis
conducted. The recommendations contained in modern guides in combination with the

results of our studies and our clinical experience made its foundation. The developed
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prognostication scale has become a basis to choose measures for prevention of goiter
relapse.

Examination of patients begins with USD of the thyroid gland, assessment of its
hormonal activity and functional ability of the pituitary gland. In case a malignant
formation is found during examination, a patient should be referred to an oncologist to
choose the following tactics of her treatment. If USD found nodular formation in the
thyroid tissue smaller than 10 mm in size and changes classified as TIRADS 2, 3, in
general, such patients should be dynamically observed with graphic control of the
thyroid gland and thyroid-stimulating hormone monitoring once per 6 months. These
patients are recommended to keep to a target level of thyroid-stimulating hormone till
2,5 mclU/ml in order to prevent probable stimulating effect of the pituitary gland on the
thyroid tissue. In case the next USD of the thyroid gland finds nodular formations
enlarged in size, fine needle aspiration biopsy should be reasonable followed by
examination of the tissue withdrawn (aspirated) to determine the risk of relapse.

In case a node larger than 10 mm and TIRADS 2, 3 classifications were found,
fine needle aspiration biopsy is indicated for patients. Patients with benign nodular
formations, that is, with Bethesda II-1V classes, should be treated according to the
developed algorithm.

In case there are no indications for surgical treatment, dynamic observation is
recommended for such patients. According to the recommendations, the main
indications for surgery are considered those associated with cosmetic defect,
compression of the organs in the neck with their functional disorders.

If a low risk of relapse is determined, resection is considered to be reasonable
depending on a clinical situation, since retention of healthy functionally able thyroid
parenchyma minimizes the necessity to indicate substitution hormonal therapy. In case
it is essential, levothyroxine is indicated in individual doses during post-operative
period. The dose is calculated according to the common methods depending on the body
weight. Under such conditions a target level of the thyroid-stimulating hormone can be

considered the dose of 4,2 mclU/ml, since there are no warnings concerning the
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necessity to exclude a stimulating effect of the latter on the residual tissue of the thyroid
gland.

In case a high risk of relapse is determined, hemithyroidectomy should be
performed as an operation of choice if nodular formations are unilaterally localized. In
such cases post-operative hormonal therapy should be indicated keeping to a target level
of the thyroid-stimulating hormone in the dose to 2,5 mclU/ml.

If nodes are localized in both lobes of the thyroid gland, thyroidectomy is
recommended as an operation of choice. In this case there is no sense to retain the
thyroid tissue potentially prone to relapse which most likely will be not able to provide
euthyroidism without hormonal support. Thyroid stimulating hormone level during
post-operative period should be kept within reference limits (up to 4,2 mclU/ml) for
proper functioning of the organism.

150 patients were treated with the use of the developed algorithm. Their average
age was 41,32+9,36 years including 55 (37%) patients with nodular and 95 (63%)
patients with multi-nodular euthyroid goiter. 65 patients aged 40,66+10,25, constituted
the group of comparison, including 21 (32%) patients with nodular and 44 (68%)
patients with multi-nodular euthyroid goiter (x°=0,377, p>0,1). Thus, the groups were
comparable.

Relapse occurred in 6 (4%) of patients treated according to the suggested
algorithm. It occurred in 14 (21%) patients (x*=15,533, p<0,01) from the group of
comparison.

Scientific novelty of the obtained results is that for the first time under clinical
conditions a comprehensive comparative assessment of clinical data, thyroid status
criteria, the findings of  morphological, histochemical, cytochemical,
immunohistochemical and immunocytochemical examinations was made in patients
suffering from nodular euthyroid goiter and recurrent goiter. Concerning morphological
characteristics, it was admitted that in the tissue of nodular goiter in its different variants
in comparison with the thyroid gland without pathological changes the ratio between the
parenchymal and stromal components of the goiter tissue changes statistically reliably

(p<0,05) at the expense of the parenchymal specific volume. According to the
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immunohistochemical and immunocytochemical data a high activity of the new tissue
formation processes in the tissue of nodular goiter was found which is most
considerably marked with recurrent goiter. It is confirmed by the results of the studies
concerning changes of Ki-67 protein index (p<0,05)in the thyroid cells which is
indicative of an increased intensity of cellular proliferation. At the same time, the
properties of proteins in these cells change which is manifested by the changes in the
ratio between the amino groups and carboxyl groups in favor of the latter (p<0,05).
Scientific data concerning relations between the rate of growth of nodes, the process of
relapse and changes of the thyroid homeostasis are specified. The rate of growth of
nodes was found to possess a negative correlation dependence on the level of free
trilodothyronine in the blood serum, ratio coefficient of free triiodothyronine to free
thyroxin, total thyroid index (p<0,05). It demonstrates a positive correlation dependence
on the level of thyroid-stimulating hormone, thyroid-stimulating hormone/ free
triiodothyronine ratio, thyroid-stimulating hormone/ free thyroxin ratio, thyroglobulin
level and titer of anti-thyroid antibodies (p<0,05). For the first time a method to predict
probability of recurrent goiter development after surgery is suggested by means of a
comprehensive assessment of clinical data, laboratory findings, results of
morphological, cytochemical and immunocytochemical examinations of thyroid gland
biopsy, which enable to substantially differentiate the groups of a low and high risk of
recurrent goiter development. For the first time the algorithm of therapeutic tactics for
patients with nodular forms of euthyroid goiter is suggested based on the application of
the developed prognostication scale.

Practical value of the results received is that the data obtained have formed the
basis for the development of scientifically substantiated comprehensive therapeutic
tactics in patients with nodular euthyroid goiter, which assumes a differential choice of
measures during all the stages of treatment considering the groups of a low and high
risk promoting recurrent goiter occurrence. As a result of the scientific studies, a new
assessment scale of probable recurrent goiter development after surgery was designed
and introduced into the practical work of public health institutions. It assumes

differentiation of groups with a low and high risk of its development. The new
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algorithm of therapeutic tactics in patients with nodular forms of euthyroid goiter is
suggested; a target level of thyroid-stimulating hormone is specified (up to 2,5 mclU/ml),
which should be kept to in order to prevent probable stimulation of the pituitary effect
produced on the thyroid tissue; cytochemical and immunocytochemical examinations of
biopsy from the thyroid node is suggested in order to determine the risk of goiter
relapse; indications for application of different methods of surgical treatment are
specified considering the danger of recurrent goiter development. The scientifically
substantiated therapeutic tactics enabled to decrease occurrence of post-operative
relapse development in patients with nodular forms of euthyroid goiter by 17%.

Key words: nodular goiter, prevention of goiter relapse, prognostication scale of

recurrent goiter risk, diagnostic-therapeutic algorithm.



