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Pedepar:

1. locnimKkeHHs] IPUCBSIY€HE BIOCKOHAIIEHHIO MOP(OJIOTiYHOI AiarHOCTUKY Ta ONTUMIi3allii IPOrHOCTUYHNUX
KpuTepiiB racTpoinTecTiHanpHuX cTpomanbHux nyxsuH (I1CTI) Ha 6a3i anasnisy ix KIiHIiYHNX, MOPQOJIOTIYHUX Ta
iIMYHOTriCTOXIMIYHMX XapaKTepPUCTHUK. Y BJIACHUX pO3[isaxX AUCepTaLiliHOi pob0TU PO3KpUTA 1iijia HU3Ka KIIiHIKO-
MOP(OJIOTiYHUX, TiCTOJIOTIYHUX Ta IMYHOTICTOXIMIYHMX XapaKT€PUCTUK raCTPOIHTECTiHAIBHUX CTPOMAJIbHUX
IIyXJIAH Ta ix peunanBiB. Marepian 6yB npencrasieHuii 100 Bunagkamu Breplle BUSBIEHUX FACTPOIHTECTMHAIBHUAX
nyxsiuH Ta 30 Bunagxamu peunnusis ICII, Big nauieHTis, mo npoiniy JiKyBaHHS iMaTrHiO0OM. Martepias 3 Briepiue
Bussienumu I'ICII noninssces Ha NiArpynu 3a pisHUMU XapaKTEePUCTUKAaMU: 3a JIOKasli3allielo BUAIISIIN MIIYHKOBI (34
IIyXJIMHY) Ta He LUIYHKOBI (66 MyxJI1H), 3a TiICTOTUIIOM — BEPETEHOKJIITUHHI (91 07.), enitenioinHi (6 ox,.), 3mimaHi (3
071.), 32 HasSIBHICTIO ab0 BiACYTHICTIO penuauBY MicJis BUaleHHs MyXJIUHU B riepiof Bif 1 go 3 pokis - I'ICII, mo
masnu peuunusu (37 og,.) Ta I'ICIT 6e3 peuuauBiB y 3a3HaYeHM NPOMDKOK 4acy (63 ox.). JocuimxkeHHs 6yy10



nojizeHo Ha 2 etanu. Ha nepuomy ertani BuB4anucs KiiHiko-mop@osoriuni oco6muBocti 100 nepsunHux I'ICII Ta
30 peuupusis I'ICII. [lani gy gpyroro etany AOCIiIKEHHS 3 IIMPOKOIO NIaHEJI0 iIMyHOTiCTOXIMIYHUX MapKepiB i3
100 nepBuHHux I'ICII 6ys10 BifiépaHo 36 myxsuH (3 HUX 12 Manu peuuauB y iepiof 1o 3 POKiB Iicyisl BUJAIEHHS
NyXJIMHU Ta 24 6ynu npepncrasieHi nepsuHHuMU ['ICIT 6e3 penunusis). 3 30 peuupusis [ICII Biniopann 10 oguHMLE.
Kpurepisimu BKJIIOYEHHS 10 IPYTroro eTamy JOCTiIpKeHHs OyJ1 AOCTATHS KiJIbKiCTh MaTepialy Ta HOTo HaJle>XXHa
SKicTb. IMyHOricTOXiMiUHE TOCTIiI>KEHHS IPOBOAMIIOCS 3 HACTYITHUMU MapkepaMmu: 1ijist peHoTunyBaHHs [1CIT
BUKOopucToByBanu CD117, CD34,DOG-1, nys pudepeHLiiiHoi fiarHOCTUKY 3 JIeloMiOMaMH Ta JiellomiocapkoMaMu —
SMA; 17151 BUBYEHHSI OCOOJIMBOCTEN aHrioreHesy nyxynH - CD31, mapkep kiniTUHHOI afresii ~-CD44, mapkep
HeOaHrioreHesy — CyOuHHUII eHpoTesnianbauil pakrop pocty (VEGF), 11 BUBYeHHS iHBa3UBHUX BJIACTUBOCTEN —
MMP-9; nna aHanizy ingekcy npomaidepauii — Ki-67, nj1s1 anasnisy nyxanHHoOi nporpecii - p16ink4A; iMyHHOKJIITUHHA
iHpinbTpanis aHanidyBanacs 3a gonomorow mapkepy T-nimdonuTis (CD3); mapkepy T-kinnepis (CD8); mapkepy T-
xesnnepis (CD4); mapkepy NK-kiitun (CD56), 3arasipHoOro jeikouutapHoro mapkepy (CD45), makpodaraabHOro
mapkepy (CD68). Kniniko-mop@osioriyHi 0co61MBOCTi raCTPOiHTECTiHATIbHUX CTPOMAJIbHUX ITYXUH
lacTpoiHTecTiHa/NIbHI CTPOMaJIbHI MyXJIMHYU YaCTillle 3yCTpidanncs cepe; KiHOK HK cepef, 40JI0BiKiB (65 Ta 35%
BiAnoBinHO). HarinmomupeHimoro yiokasisauieio 6ysia ToHKa Kuika (38%), Ha Ipyromy Micii 6yB muyHOK (34%). Li
IaHi B Linomy BingnosigaioTs ganuMm BOO3. TICIT noposkHbOI Ta KIIy00BOI KULIKK Majli HalbiIbi po3mipH,
6e3cuMNITOMHUI nepebir B 54,5% Ta anemie B 30,3%. Came 14 rpyna I'ICIT HaituacTie BusBIsIacs Ha eTani
opranHux Mertactasis. ['ICII ctpaBoxopny Ta I'ICII 3 1okanisaljielo B qBeHaAUSITUNAN A KL Oyin Hanpigmumy. Ha
noricrosioriynomy eramni I'ICT nBanaauaTunanoi KUIKY IOMUIKOBO iHTEPIIPETYBAINCS K KapLMHOMU FOJIOBKU
MiJIITYHKOBOI 3a71034. B Hamomy nocaigykeni IICIT TOBCTOI KMIIKY BUABJISIACS 3HAYHO YacCTillle HiX 11€ BKa3aHO
BOO3 (27% y nac ta 5% 3a nanumu BOO3). 11i nyxynmHu 3a3BU4ail Many 6e3CUMIITOMHUN 1epe6ir Ta po3Mip MeHIe
ab6o piBHUI 5 cM Ta OyJsu BUsIBJIEHi BUnagkoBo. Came B Uil Ipymi NyxXJIMH HalYacTillle CocTepiranocs noeaHaHHS
I'CII 3 inmumu nyxiauHamu (33,3% Big kinbkocTi I'ICIT ToBCTOKMIIKOBOI JloKasizatii). 50% nociimkKeHnx MyxJauH
BY3JIiB OyJI0 BKa3aHO Jiuile B 5%, MeTacTasu B opranu B 13%. B ycix Bunaikax MeTacrasiB BiiMidannucs MeTacTasy B
IIe4iHKYy, a y 3% nauieHTiB OyJM BiIMiu€Hi TaKOXX MeTacTa3y B O4EPEBUHY Ta calbHUK. Halluacrime meTacrasyBanu
toHkokuukosi ['ICIT (9 3 13 nauiexTis). 3 100 I'ICII, mo 6ynu gocaimkeni 37 (37%) manu peuuaus y repiog, Big 1 go 3
pokiB. B niniomy myHKoBi I'ICI, SIK 3 HU3BKOIO TaK i 3 BUCOKOIO MITOTMYHOIO aKTMBHICTIO pELMIYBaIM Piaue HiXK
T'ICTI He utyHKOBOI JToKamizawii ( 19% Tta 25% 3 KinbpKicTio MiTo3iB <5 /5MM2, 30,8% Ta 54,8% 3 KinbKicTio MiTO3iB >
5/5MM2 ), OflHaK Lisl pi3HMIIS Majla KIIiHiYHY, ajie He MaJla CTaTUCTUYHOI 3HAYyLIOCTi SIK TPYIIi 3 HU3bKOIO, TaK i B
IPyIli 3 BUCOKOIO MiTOTMYHOIO aKTHBHICTIO (Xi-kBagpart [Tipcona=0,632, p>0,05 Ta Xi-kBagpar Ilipcona=0,131, p>0,05
BignoBigHo). ®eHoruniuni oco6smsocTi I'ICII pisnux ricrorunis. EnitenioinHa ricrosoriyna 6ygoBa NpuTaMaHHa
T'ICII 3 mIyHKOBOIO JIOKaJli3alli€elo, 1J1s1 TAKUX MyXJIMH B HALIOMY AOCIiIKeHi 6yB MPUTaMaHHUI HACTYITHUI
imyHoricoxiMmidyaui npodins: DOG-1 (++/+++), CD117 (Boruuiesa cnabdka ekcrpecis), CD34 (-) Ta B eniTesnioigHux
T'ICIT 3 BUCOKOIO MiTOTMYHOIO aKTUBHICTIO c1abka ekcrpeciss CD56 B OKpeMUX MyXJIMHHUX KIHTUHAX. 715
HenutyHkoBux ['ICI1 mpuTaMaHHa BepeTEHOKJIITUHHA OyHoBa Ta BupasHa ekcipecis CD117 ta DOG-1, B 68,2%

BimMiuasacs Takox ekcripecis CD34.

2. The study focuses on the improvement of morphological diagnosis and prognostical criteria of gastrointestinal
stromal tumors (GISTs), that based on analysis their clinical, morphological and immunohistochemical features. A
number of clinicomorphological, histological and imunohistochemical features of primary and recurrent
gastrointestinal stromal tumors are described in chapters of this dissertation. The material was composed of 100
primary GISTs and 30 recurrent GISTs, from patients who had primary resection of tumor and the following
treatment with imatinib. The material with primary GISTs was divided into subgroups with different
characteristics: based on the site tumors divided into stomach (34 cases) and non-stomach (66 cases), based on
histology - spindle cell tumors (91 cases), epithelioid (6 tumors) and mixed (3 tumors), based on the presence or
absence of recurrence within 1-3 years after surgical resection - GISTs with replace (37 cases) and without it (63
tumors). The research had two main phases. The first stage was devoted to study of clinical and morphological
features of 100 primary and 30 recurrent GISTs. The aim of the second phase was the deep investigation of



biological features of GISTs with using of the broad panel of immunohistochemical markers. We selected 36 cases
out 100 primary GISTs, those were analyzed in the first phase, among these tumors 12 tumors had relapse within 3
years after surgery and 24 were tumors without relapses in the same period of time. 10 recurrent GISTs were
selected out 30 cases those we had in the first stage. The criteria of inclusion were the sufficient amount of
material in formalin fixed paraffin embedded blocks and the good quality of this material. The
immunohistochemical study was performed with the following primary antibodies: CD117, CD34 and DOG-1 were
used to phenotyping of GISTs, to differential diagnosis with leiomyomas and leiomyosarcomas was used smooth
muscle actin (SMA), to the study of angiogenesis in tumors — CD31, marker of cellular adhesion - CD44 and marker
of neoangiogenesis - vascular endothelial growth factor (VEGF), to the investigation of invasion - matrix
metalloproteinase-9 (MMP-9), to analysis of proliferative activity - Ki-67, to analysis of tumor progression
properties - p16ink4A; to study the immune profile of GISTs we used antibodies against CD3, CD8 (cytotoxic
lymphocytes), CD4 (T-helpers), CD56 (NK-cells), CD45 (leucocyte common antigen), CD68 (macrophages). Clinical
and morphological features of GISTs. According to our study, GISTs were more common among women than
among men (65% and 35% respectively). Most GISTs localized in small intestine (38%), the stomach took the
second place (34%). Obtained data were similar to data given by WHO. GISTs of jejunum and ileum were the largest
by size and had asymptomatic course in 54,5% and anemia in 30,3% of cases. These tumors more often were found
in the stage of metastases in other organs. The rarest location were esophagus (only 1 tumor) and duodenum (5
tumors - 5 %). Before histological examination duodenal GISTs were described as carcinomas of the head of
pancreas. In our study colorectal GISTs were found more often than it's described in WHO data (27% cases in our
study and 5% according to WHO data). These tumors had usually asymptomatic course and were 5 cm or less in
size. Colorectal GISTs in many cases were just incidental findings, among these group of tumors we detected
oftener, than among GISTs with other location, synchronous or metachronous malignancies (33,3% of colorectal
GISTs). 50% of tumors were found in stage T4, 33% in stage T3, only 17% in stage T2, but affection of regional
lymph nodes were described only in 5% of our cases, and metastases in other organs were found in 13% of cases.
Liver metastases were found in all cases of primary GISTs with metastases and in 3% of cases were described also
metastases in peritoneum and omentum. Among primary GISTs with metastases, 69% had location in small
intestine (9 from 13 cases). 37% (37 cases) of primary GISTs in our study gave metastases in period from 1till 3
years. In general, stomach GISTs regardless of their mitotic activity relapsed rarer than non-stomach GISTs (19%
and 25% with mitotic rate <5 /5mm2, 30,8% and 54,8% with mitotic rate > 5/5mm2 respectively). This difference
had clinical, but didn’t have statistical significance (X2=0,632, p>0,05 and X2=0,131, p>0,05 for groups with low and
high mitotic rate respectively).

Jep>kaBHHHM peecTpaniiiHuii Homep [iP:

IIpiopuTeTHHH HaNIpSIM PO3BUTKY HayKH i TEXHIKH:
CrpareriyHui# NpiopHTETHHUI HAIIPSIM iHHOBaLLiHHOI AiSJILHOCTI:
IlizcyMKH BOCIiAKEHHS:

ITy6ostikamii:

HaykoBa (HayKOBO-TE€XHiYHa) MPOAYKILis:
ConuiasibHO-€KOHOMIYHA CIIPSIMOBaHICTh:

OxopoHHi goKymeHTH Ha OIIIB:

BrnpoBaaykeHHS pe3yJIbTaTiB AHCEpTalii:

3B's130K 3 HAYKOBUMH T€MaMH:



VI. BizoMocTi mpo HayKOBOT0 KEPiBHUKA /KEePiBHHUKIB (KOHCYJIbTAaHTA)

BaacHe IlpizBume Im's I10o-6aThKOBI:
1. fIxoBuoBa IpuHa IBaHiBHA

2. Yakovtsova Irina Ivanivna

KBasigikamis: n.menn., 14.03.02
InenTudikarop ORCID ID: He 3acrocosyetncs
JoparkoBa iHdpopmamnist:

IloBHe HaliMeHYBaHHS OPHINYHOI 0COOH:
Kopg 3a €1PIIOY:

Micue3Haxoa KeHHSI:

dopma By1acHoCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

VII. BizomocTi npo odiniliHuX OIIOHEHTIB Ta pEl€H3€HTIiB
OdiniitHi onoHEHTH
BiacHe IIpizBuie Im'sa I1o-6aTbKOBI:

1. CrapueHko IBan IBaHoBHY

2. Starchenko Ivan Ivanovich

KBasigikanis: n.men.H., 14.03.01
InenTudikarop ORCID ID: He 3acrocosyetses
HoparkoBa indopmamnist:

IloBHe HaliIMeHYBaHHS OPUAUYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma BaacHoOCTI:

Cdepa ynpasiiHHS:

Imentudikarop ROR: He zacrocosyerbcs

BaacHe IlpizBume Im's I10o-6aTbKOBI:
1. lImoHbKa Irop CraniciaBoBu4

2. Shponka Igor Stanislavovich

KBasigikamis: n.men.H., 14.03.01

InenTudikarop ORCID ID: He 3acrocosyetbcs



JoparkoBa iHdpopmamnist:

TloBHe HaliMEeHYBaHHS IOPHIHYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByTacHOCTI:

Cdepa ynpassriHHS:

InenTudikarop ROR: He zacrocosyerscs

Penensentu

Baacue IlpizBumie Im's Ilo-6aTbKOBI:
1. MamoHTOB IBaH MuKOJIalioBUY

2. Mamontov Ivan Mykolaiovych

KBasmigikanis: 1. mex. 1., 14.01.03
ImenTudikarop ORCID ID: He zacrocoyerbcs
JoparkoBa iHdpopmamist:

TloBHe HaliMeHYBaHHS IOPHIHYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByracHOCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

BiacHe IIpi3Buie Im'sa I1o-6aTbKOBI:
1. bopuceHko Bagum bopucosuy

2. Borisenko Vadim Borusovuch

KBasidikanis: n. men. 1., 14.01.03
InenTudikarop ORCID ID: He 3acrocosyetses
JonmaTkoBa iHdopmais:

IloBHe HaliIMEeHYBaHHs IOPHAHYHOI OCOOH:
Kopg, 3a €IPITIOY:

Micue3HaxoaKeHHS:

dopma BaacHOCTI:

Cdepa ynpasiiHHS:

Imentudikarop ROR: He zacrocoyerbcs



VIII. 3akr04Hi BimoMocTi

BaacHe IlpizBuie Im's [10-6aTbKOBI Tamm Tamapa IBanisHa
rOJIOBH pajgu

BaacHe Ilpi3Bume Im'st ITo-6aTbKOBI Tamm Tamapa IBanisHa
rOJIOBYIOYOTO Ha 3acCifiaHHi

BigmoBigasbHUH 32 MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTpartop

KepiBHuk Bigginy YKpIHTEI, mpo €
BiZIIOBiZaJIbHUM 3a peECTpallil0o HAyKOBOIi IOpuenko T.A.

OisIJIbHOCTI




