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Pedepar:

1. B pucepTauiiiniil poboTi 3 METOIO NOKPallleHHs 6i0ICIMHOI 1iarHOCTUKY He-IudepeHiioBaHuX (aHAIJIAaCTUYHUX)
IYXJIMH Ta METACTa3iB MyXJIMH 3 HEBIIOMOTO NIEPBUHHOTO [IKepesla AOCIiIKEHO MOP(POMETPUYHI XapaKTePUCTUKU
«IJIOIIA», <TIEPUMETP» Ta «KOe(illieHT KPYIJIOCTi» IIISIXOM 06p0o6KHu udpoBUx MikpodoTo-rpadiil myxinH
eriTesiabHOro, Me3eHXiMaJbHOTO, MEJIaHOLIUTAPHOT0 Ta reMoJli-M(pOLUTApPHOTrO IOXOKEHHS y porpami ImageJ 3
[OJA/IbIIMM BU3HAYEHHSM IPa-HULb 3HAYEHb MOP(POMETPUYHUX ITOKA3HUKIB JJIs1 TAKUX KAaTErOpill MyXJIUH SIK
«IPiOHOKJIITUHHIY, «CEepeIHbOKIITUHHI», «BEJIMKOKJIITUHHI» Ta OKPEMO 17151 «Pi-6HO-KPYI10-CUHbO-KIITUHHUX»

IIyXJIVH, MIOPiBHSHO 3 PO3MipaMy HOPMaJbHUX Jli-MQOLUTIB; cepel; IaTOriCTOJIOTiYHUX [IiarHO3iB apXiBHOTO



Marepiasy peTpOCIeK-THBHO BU3HAUYEHI BiICOTKU KaTeropii Bepuddikallii KApLIMHOM HEBiIOMOI IEPBUHHO]
JloKasnizauii [y po3yMiHHS e(PeKTUBHOCTI MiXKAUCLMITJIIHAPHOTO MifX0AY B Ai-arHOCTULi XJIUH 3 HEBIIOMOTO
IpKkepesa; cpopMoOBaHi iIMyHOriCTOXiMi4HI Ta MOP(POMETPUYHI XapaKTepPUCTUKY /1J1 Bepudikallii CIpUSTAMBUX
iMyHO(EHOTUIIB KJIiHiIKO-MOP(OJIOTIYHOrO CUHIPOMY «Pak HEBiZOMOI IEPBMHHOI JIOKasi3alii»; 1O-CiIXeHi
CIIOCTEPEKEHHS CPUSTIUBUX (PEHOTHUIIIB KJIiHIKO-MOPQOJIOTiYHOTO CU-HAPOMY «Pak HeBiJOMOi IepBUHHOI
JloKkasnizauii» 3 HasiBHicTIO amItidikauii reny ERBB2 i1 okpemo penenii 1okycy 9p21 reny CDKN2A metonom FISH Ta
IIOPiB-HSHO i3 BiANIOBifHOIO 3MiHOI0 ekcrpecii nporeiniB HER-2 /neu ta p16INK4A iMyHO-TicTOXiMIYHUM METOLIOM
nocJigkeHHs. HaykoBa HOBU3HA. Briepiie BU3Ha4eHi 06’€KTUBHI 1iaTHOCTUYHI Jjjana3oHu MOPPOMETPUYHUX
[IOKa3HUKIB IJIOMIi, TepUMeTPy Ta KoedillieHTy KpYTIIoCTi siep KITUH IJ1s1 KaTeropiil «ApiOGHOKIITUHHI IyXJIMHUY,
«CepeHbOKIIITUHHI YXJIMHNAY, «BEJIMKOKJIITUHHI IyXJIMHU» Ta OKPEMO JJIs1 «APiOHO-KPYTI0-CUHbO-KJIITUHHI ITyX-
JINHU», TIOPIiBHSIHO 3 PO3MipaMy 3BMYANHUX JiM(OLUTIB y Tporpami 3 06pooku uuppoBux 300pakeHs Imagel.
OTpuMaHi HOBI JjaHi 010 06’€KTUBHUX MIapaMET-PiB «IJIOWA», «IEPUMETP» Ta «Koe]illieHT KPYIJIOCTi» snep
KJIITUH MeTacTaTU4Y-HUX IyXJIMH Pi3HOTO ricToreHesy, Bepu@ikoBaHUX iMyHOTiCTOXIMIYHUM METOLIOM.
[TigTBEpI)KEHO €IMHE IXKEPEJIO NIOXOIPKEHHS CEPO3HOT0 NaNiIIPHOIO KaHILEpOMa-TO3Y Y JKiHOK 3
imynodenortumnom [CK 7 (+), CA-125 (+), CK 20 (-), ER (+), PAX-8 (+), WT-1 (+), p16INK4A (+), p53 (+)] Ta ceposHoi
aJleHOKapLMHOMM sieYHUKIB BapiaHTy «high-grade» 3 iHTpaenitesnianbHOi Heomnazii AUCTaNbHUX PpParMeHTiB
MaTKOBOI Tpy6H, 110 [103BOJISE€ BUKJIIOUUTH TaKMi iMyHO(EHOTUI i30JIbOBAHOTO KaHLJEPOMATO3Y 3 KJIiHIKO-
MOP(OJIOriYHOrO CUHIPOMY «Pak HeBiOMOi NepBUHHOI JIOKai3alii». Po3MupeHi HAyKOBi ySIBJE€HHS PO BiKOBI,
TeHJIePHi, riCTOJIOriYHi, iIMyHOTICTOXiMiUHI Ta MOP(OMETPUYHI 0COOIMBOCTI CIPUSTIMBUX iIMyHO(PEHOTHUIIIB
KJIiHiKO-MOpQo0TriyHOro cuHApoMy «Pak HeBimoMoi nepBUHHO] JloKai3alii» 1J1s1 pO3yMiHHSI YHiKa/IbHOI 6iosorii
[IEPBUHHO-J1CEMIHOBAaHUX KapLHOM, B TIOPi-BHSHHI 3 BiITIOBiTHUMU MiCLIEBO-PO3I0BCIOIKEHUMU KapLIMHOMaMHU.
[Topanbuoro po3BUTKY HaOYJ/IM NOCIII)KEHHS 00 BiATIOBIIHOCTI 3MiH eKcrpecii enifgepmanb-HOro (pakTopy pocTy
HER-2 /neu no ammutidikanii reny ERBB2 i excripecii ouko-mipoteiny p16INK4A no neneuii 1okycy 9p21 reny
CDKNZ2A B MeTacTaTUYHUX KapLXHOMAaX HEBiOMOI [IEPBUHHOI JIOKai3awii. [IpakTnyHe 3Ha4eHHs. [j1s NifBUILEHHS
SKOCTI i mBUAKOCTI Bepuikanii HenudepeH1ioBaHUX (aHAIIACTUYHUX), HU3bKOAU(DEPEHLIIOBAaHUX ITyXJIMH Ta
METaCTa3iB NyXJIMH 3 HEBIJOMUX IIEPBUHHUX JKepeJl OyB ONTUMI30BaHUI [IiarHOC-TUYHUIL aJITOPUTM:!
3aIPOIIOHOBAHO [10 IPOBEIEHHS iIMYHOTICTOXIMIUHMX JOCi-IyKeHb Ha eTarlli aHasi3y 3pi3iB, 3a6apBIeHUX
reMaTOKCUJIIHOM i €03MHOM, 3aCTO-CYBaHHS L1(poBoi MopdoMeTpii 3 BUKOpUCTaHHAM Iporpamu ImagelJ. ITpu Bu-
3HA4Y€HHi 3Haue€Hb MOP(POMETPUYHUX NTAPAMETPIB «APiOHO-KPYIJI0-CUHbO-KIITUHHUX MyXAuH» (30 - 45 MKM2 3a
nsouero, 25 — 35 MKM 3a nepumeTtpom 1a 0,75 - 0,90 32 TIOKA3HUKOM KPYTJIOCTi) PEKOMEHI0BAaHO MiHSITH
CTaHJAPTHY Nlep-BUHHY iMyHoricToximiuHy naness [Pan CK AE1/3, Vimentin, CD45, S100 i/a60 HMB45] na [Pan CK
AE1/3, Desmin, CD45, CD56, CD99, S100 i/a60 HMB45], 1110 3pa3y 0XOII0€ GiIbIIiCTh HO30JI0TIYHUX OJAUHULD L1i€ei
Kareropii nyxauH. 3’scoBaHi iMyHOriCTOXiMiuHi Ta MOP(OMETPUYHI XapaKTEPUCTUKH I€B'ITU BiIHO-CHO
CIIpUSTIIMBUX IMyHOPEHOTHIIIB KJIiHiIKO-MOpOJIoTiuyHOro cuHgpomy «Pak He-BimoMoi nepBUHHOI JloKasizaljii», 3a
SIKUMHU BOHU MO>YTb OyTH TPaKTOBaHi 51K [10-TEHLiliHO KypabeJbHi AuCceMiHOBaHI GOPMU KapLMHOM BilOMUX
mxepes. JloBegena 6inbia TouHicts FISH metony B miarHocTtuui aesnenii 9p21 / CDKN2A ta amn-midikanii ERBB2,
MOPiBHSHO 3 iIMYHOTiICTOXIMI{YHUM METOJZIOM, SIKMI BU3HAYA€ IX HE IPSIMUM IIJIIXOM, a Yepe3 NIPOAYKTU SIAEPHO-
yuronasMatuyHoi ekcnpecii p16INK4A Ta mem6pannoi Hagekcnpecii HER-2 /neu BignosinHo. 3a pe3yibraTamu
[IPOBEIEHUX JOCiIKEHb BU3HAUEHO, 10 4ACTKA METACTaTUYHUX IIYXJIMH TPEThOi KaTeropii Bepudikartii
«IigTBepIpKEeH] paky HeBiloMOI IepBUHHOI JI0Kai3alii», 3HaYHO MepeBuILye CBIiTOBI oKka3HuKH (21,95 % mpotu 3-5
%), 10 MigHiMae NpakTU4YHe MUTAHHS MDKIMCUUIIIIHAPHOI KOMYyHiKalii Ta SIKOCTi 06CTe>XXeHHS a-11i€EHTiB Ha «J0-
6ioncifiHomy eTani». OTpuMaHO aTeHT YKpaiHu Ha KOpucHY Mo-J1eJb N2 111478 ta indpopmauiiiunii iuct N2 68-
2019 npo HOBOBBEAEHHS B CUCTEMi OXOPOHHU 3[JOPOB’s 32 po3p00OKY «CI10Ci6 MPOrHO3yBaHHSI METACTAa3iB MJI0CKOKJIi-

TUHHOTO PaKy FOpTaHi».

2. In the dissertation work in order to improve the biopsy diagnosis of undif-ferentiated (anaplastic) tumors and
tumor metastases from an unknown primary source, the morphometric characteristics of "area", "perimeter" and
"roundness co-efficient" were investigated by processing digital micrographs of tumors of epithe-lial,

mesenchymal, melanocyte and hemolymphocyte origin in the ImageJ program with subsequent determination of



the limits of morphometric values for such cate-gories of tumors as "small cell", "medium cell", "large cell" and
separately for "small-round-blue-cells" tumors, compared with the size of normal lymphocytes; among the
histopathological diagnoses of archival material retrospectively deter-mined the percentage of categories of
carcinoma verification of unknown primary localization to understand the effectiveness of an interdisciplinary
approach in the diagnosis of tumors from an unknown source; immunohistochemical and morpho-metric
characteristics for verification of favorable immunophenotypes of clinical and morphological syndrome "Cancer of
unknown primary site" are formed; ob-servations of favorable phenotypes of the clinical and morphological
syndrome "Cancer of unknown primary site" with the presence of amplification of the ERBB2 gene and separate
deletion of the 9p21 locus of the CDKN2A gene by FISH method and compared with the corresponding change in
HER-2 /neu and p16INK4A protein expression were investigated by the IHC method. Scientific novelty. For the first
time, objective diagnostic ranges of MPM parameters of area, perimeter and roundness coefficient of nuclei were
determined for "small cell tumors”, "medium cell tumors", "large cell tumors" and separately for "small-round-blue-
cell tumors" compared with the size of normal lymphocytes in the digital image processing program ImageJ. New
data were obtained on the objective parameters "area”, "perimeter” and "roundness coefficient" of cell nuclei of
metastatic tumors of different histogenesis, verified by IHC. The only source of serous papillary carcinomatosis in
women with immunophenotype [CK 7 (+), CA-125 (+), CK 20 (-), ER (+), PAX-8 (+), WT-1 (+), p16INK4A (+), p53 (+)]
and se-rous AC of the ovary of the “high-grade” variant from the distal fragments of the fallopian tube was
confirmed, which allows to exclude it from the clinical and morphological syndrome "Cancer of unknown primary
site". Extended scientific understanding of age, gender, histological, IHC and MPM features of favorable
immunophenotypes of clinical and morphological syndrome " Cancer of unknown primary site " to understand the
unique biology of primary disseminated carcino-mas, compared with locally distributed ones. Studies on the
correspondence of changes in epidermal growth factor HER-2 /neu expression to ERBB2 gene ampli-fication and
p16INK4A oncoprotein expression to deletion of the 9p21 locus of the CDKN2A gene in metastatic CUP have been
further developed. Practical meaning. To improve the quality and speed of verification of undif-ferentiated
(anaplastic) tumors and tumor metastases from unknown primary sources, a diagnostic algorithm was optimized: it
was proposed to perform IHC at the stage of analysis of sections stained with hematoxylin and eosin, using digital
MPM using the Image] program. When determining the values of MPM parameters of "small-round-blue-cell
tumors" (30 - 45 um?2 in area, 25 - 35 pm in perimeter and 0.75 - 0.90 in roundness) it is recommended to change
the standard primary IHC panel [Pan CK AFE1/3, Vimentin, CD45, S100 and /or HMB45] to [Pan CK AE1/3, Desmin,
CD45, CD56, CD99, S100 and /or HMB45], which immediately covers most nosological units of this category of
tumors. IHC and MPM character-istics of nine favorable immunophenotypes of the CUP syndrome, according to
which they can be treated as potentially curable disseminated forms of CUP, have been elucidated. The greater
accuracy of the FISH method in the diagnosis of 9p21 / CDKN2A deletion and ERBB2 amplification has been
proved, compared with the iHC method, which determines them not directly but through the products of nu-clear
cytoplasmic expression of pl6INK4A and membrane overexpression of HER-2 /neu, respectively. According to the
results of the research, the share of metastatic tumors of the third category of verification "confirmed CUP"
significantly exceeds the world indicators (21.95% vs. 3-5%), which raises the practical issue of inter-disciplinary
communication and quality of patient examination at the "pre-biopsy stage". Ukraine's patent N2 111478 for a utility
model and an information letter N2 68-2019 on innovations in the health care system for the development of
"Method for predicting metastases of squamous cell carcinoma of the larynx." were ob-tained.
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