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Pedepar:

1. IuceprauiiiHa po60Ta MpUCBAY€Ha BUBYEHHIO E€MiJEMiOJIOTIYHUX, KIiHIKO-MOP@OIOTiuHUX Ta
iMYHOTICTOXIMIYHMX OCOGJIMBOCTEN repMiHOT€HHUX IyXJIMH S€4YKa 3aJIEXKHO Bif] [iCTOJIOTIYHOrO TUITY Ta CTaii
IIYXJIMHHOI porpecii, siKi 03BOJISIOTh YI,OCKOHAIUTY MOP(OJIOTiYHY [IiarHOCTUKY i CTaflil0BaHHS, IPOTHO3YBAaTU
nepe6ir 3aXBOPIOBAaHHS Ta TEOPETUYHO OOI'PYHTYBATH HAIIPSIMKU TapreTHOI Tepalii y OKpeMoro xBoporo.
BcraHoBn€HO MOXKINBI (AaKTOPU PU3UKY PO3BUTKY F€PMiHOTE€HHUX NYXJIMH sieuKa. [IpoBeieHO KOMILIEKCHE
BMBYEHHSI [IPOJIidepaTUBHO-ANONTOTUYHUX IIPOLECIB y FepMIiHOTEHHUX ITyXJIMHAX SI€YKA: JOBELEHO, 0
30isbLIIEHHS [TOKa3HUKIB ekcnpecii Ki-67, Bax, Bcl-2 i p53 kopestoe 3 arpecuBHUM Iepebirom NaHux MyXJIVH.
JocigKeHo CTaH eKCTPaLEIOJIIPHOIO MAaTPUKCY I MIKKJIITUHHOI aresii: oBeIeHO, IO MiABUILEHA eKCIIpeCis
MMP i o-catenin Ta 3HrXKeHHS ekcrpecii E-cadherin KkopesooTs 3 arpecuBHUM NEPE6IroM repMiHOr€HHUX MyXJIMH

sieyKa. BUBYE€HO maToreHeTUYHi HIJISIXU (l)OpM}/BaHHH INNyXJINHHUX CyUH, BCTAHOBJIEHO ABULIE BaCK}/JIOFGHHOi



MiMiKpii Ta 0CO6IMBOCTI BacKyJIsipu3allii 3aj1€;KHO Bif ricTosioriyHOro TUmy i cragii myxJanHHOI nporpecii
repMiHOT€HHOI yXJINHU fl€4Ka. Jl0BeeHO, 10 3pOCTaHHS KiJIbKiCHMX ITOKa3HUKIB BACKyJIsIpU3allii KOPEJoe 3
arpeCcHBHUM Nepe6iroM JaHuX MyXJauH. TakoK po3po6IeHO MaTEMATUYHY MOJI€JIb BU3HAUYEHHS TiCTOJIOTIYHOTO TUITY

Ta CcTafii MyxJIMHHOI [Iporpecii repMiHOT€HHUX ITyXJIMH SI€4YKa.

2. The thesis is devoted to the study of the epidemiological, clinical-morphological and immunohistochemical
features of testicular germ cell tumors, taking into consideration the histological type and stage of the tumor
progression, which makes it possible to improve the morphological diagnosis and staging, as well as to predict the
course of the disease and theoretically substantiate the way of a personalised therapy for a certain patient. It was
found that the degree of tumor lesion was greater in the presence of lymphogenous metastases, than in cases
when the lymphogenous metastases were absent. Yolk-sac tumor, post-pubertal type, the embryonal carcinoma
and mixed testicular germ cell tumors are the most aggressive, taking into consideration the lymphogenous
metastasis, even with a low degree of tumor lesion of the testis; while such tumors as seminoma and teratoma,
post-pubertal type, metastasize lymphogenically least often, even with a significant degree of the tumoral damage
of the testicle. Immunohistochemical diagnostics revealed that, in general, testicular germ cell tumors are
characterized by low proliferative activity, which, however, increases with the transition from the initial to later
stages of tumor progression and depends on the histological type of the tumor: the greatest proliferative activity
was noted in yolk-sac tumor, post-pubertal type, the smallest - in post-pubertal teratoma, while the embryonal
carcinoma and seminoma take the intermediate position. Testicular germ cell tumors are characterized by a low
level of apoptosis, which depends on the histological type of the tumor and the stage of the tumor progression.
The greatest apoptotic activity is observed in seminoma; as for yolk-sac tumor, post-pubertal type and post-
pubertal teratoma, the apoptosis level approximates zero level of activity. It was established that the level of
expression of MMP-1,-3,-9 depends on the stage of tumor progression and the histological type of testicular germ
cell tumors: the highest expression of MMP data is observed in embryonal carcinoma and post-pubertal yolk-sac
tumor. The lowest is registered in post-pubertal teratoma and seminoma. Thus, the increase of S and L of MMP-1,
MMP-3 and MMP-9 expression can be regarded as a prognostically unfavorable characteristic of the testicular
germ cell tumors course. It was found that in seminoma, embryonal carcinoma, post-pubertal yolk-sac tumor and
post-pubertal teratoma, with the progression of the tumor stage, S of E-cadherin expression decreases and o-
catenin increases (except for post-pubertal teratoma, in which S of o-catenin decreases), and the membrane and
membrane-cytoplasmic location of E-cadherin and o-catenin change to the cytoplasmic, nuclear or nuclear-
cytoplasmic synchronically. This proves the significant role of changes in the expression of these markers in
gaining of the invasive and metastatic potential of testicular germ cell tumors. In the initial stages of tumor
progression, S of E-cadherin expression in seminoma and embryonal carcinoma exceeds the one in post-pubertal
yolk-sac tumor. S of n-catenin expression in post-pubertal yolk-sac tumor is the highest of all the studied
histological types of testicular germ cell tumors; though it is higher in embryonal carcinoma than in seminoma. In
the later stages of the tumor progression S of E-cadherin expression is the highest in seminoma; as for the
embryonal carcinoma and post-pubertal yolk-sac tumor, S of o-catenin expression is higher in them if to be
compared with seminoma and post-pubertal teratoma. The studies revealed that in seminoma, embryonal
carcinoma, post-pubertal yolk-sac tumor and post-pubertal teratoma, when the stage of the tumor progresses, S
of CD31 expression increases, as well as the vascular density index (except for post-pubertal teratoma). At the
initial stages of the tumor progression the vascular density index in post-pubertal yolk-sac tumor is higher than
the index in seminoma and post-pubertal teratoma. The vascular density index is distributed as follows: the first
place belongs to post-pubertal yolk-sac tumor, the second - to the embryonal carcinoma, the third - to seminoma,
and the fourth - to post-pubertal teratoma. In addition to the angio- and vasculogenesis that are common for the
testicular germ cell tumors, vasculogenic mimicry was registered in all the histological types of such tumors. For
the first time, a mathematical model was proposed, which makes it possible to determine the histological type and
stage of tumor progression in testicular germ cell tumors on the basis of their molecular-biological properties
investigation. The optimal panel of immunohistochemical markers which denote the malignant potential of
testicular germ cell tumors, and which provide a theoretical basis for a personalized (targeted) treatment of



testicular germ cell tumors was proposed.
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