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Pedepar:

1. O6’exT mocifKeHHs 0 yBeaslbHa MesiaHoMa. [IpeMeT nocsinKeHHs 0 piBeHb eKCIIpecii MoJIeKyISpHUX MapKepiB
akTuBauii 1iMPOLNTIB, CTaH MPOTUITYXJIMHHOTO iMyHITETY Ta iX poJIb B pearisallii J1iKyBaJbHOTO e(PEKTY y XBOPUX Ha
yBeaJibHy MeJlaHoMy. EeKTuBHICTb iMyHOTepallii, o BKIIoYae iHAyKTOp iHTEP(EPOHY TUJIOPOH, B
iMyHOpeabiniTalii XBOpuX Ha yBeaybHy MeJlaHOMYy. [IpeJMKTOpHA LiHHICTb MOJIEKYJISPHUX MapKepiB akTuBaji
JiMQOLUTIB B IPOrHO3YBaHHI Pe3yJIbTaTy OPraHo30€epiralouoro JlikyBaHHS, KJIiTHHHOTO TUILY i IPOPOCTaHHS
YBEAJIBbHOI MEJIAaHOMH B IAPU CKJIEPU. XapaKTep B3a€MOIii iIMyHOKOMIIETEHTHUX KIIITAH 3 KIITUHAMU YBEAJIbHO]
MeJIaHOMHU in vitro. Mera JocCiigKeHH: ONTUMI3yBaT! TaKTUKY JIIKyBaHHS XBOPUX Ha yBeaJIbHy MEJIaHOMY Ha

l'Ii,lLCTaBi BUBYE€HHS [IaTOI€HETUYHUX MOJIEKYJIAPHUX MeXaHi3MiB I[IpOrpeCyBaHH ITYXJIMHHOTO IIPOLECY, BUSHAYNTU



JOLiNbHICTb iIMyHOKOPUTYIOUO]i Tepanii B KOMILIEKCi OpraHo36epiraroyoro jikyBaHHs (POTOKOArYJISILis + 0=
artikanifiHa Teparnist). Metonu mocifskeHHs: 6i0MIKpOCKOIIis, rojie 30py, TOHOMETPisl, yIbTPa3ByKOBe CKaHYBaHHS,
METOJ], CYMiCHOT'O KYJIbTUBYBaHHS iIMyHOKOMIIETEHTHUX KJIITHH 3 KJIITUHAMU M€JIaHOMU, TiCTOMOP(OJIOriyHuH,
iMyHOLUUTOXIMIYHMH, iIMyHO(EPMEHTHHUI, METOAU CTATUCTUYHOTO aHali3y. [IpoBeneHi JOCIiIKeHHs [T0Ka3aly, 0
31iliCHeHHS KOMOiHOBaHOI Teparii (kceHOHOBa (POTOKOAryJIsLis + O-arulikaliiiHa Tepanis) 3abesnevye MigBUILEHHS
aKTUBHOCTI PeLeNITOPHOTO arnapary iMyHokoMIeTeHTHUX KiiTuH (CD7+, CD38+, CD45+, CD54+, CD95+, CD150+),
IIOCUJIEHHS Clleljiani3oBaHuX QyHKUiH n1iMpOLUTIB, o 6epyTh y4acTs B crienudiyHill iMyHHi Bignosini. B
pe3yJbTaTi IPOBEIEHUX JOCHIIKEHb BCTAHOBJIEHO MOKJIMBICTb IPOrHO3YBAaHHS MO3UTUBHOTO PE3yJbTaTy
OpraHo36epiralyoro JikyBaHHS ([I0BHA, YaCTKOBA perpecis i ctabdisizauis MyxJIMHHOTO 3pOCTaHHsI) y XBOPUX Ha
yBeaJIbHy MeJIaHOMY B 70,5 % BUIIJKiB HAa OCHOBI BUBUEHHSI PiBHSI €KCIIpeCii MOJIeKyIN MDKKJIITUHHOI aaresii
(ICAM-1) CD54+ i monekynu anonTosy (FAS) CD95+ Ha nimdonuTax nepudepuyHoi Kposi. [Toganbi qocaigKeHHs
II0Ka3aJy MPaBUJIbHICTb HAIOI MMOTe3M MpOo Te, 10 NPY IPOPOCTAHHI MEJIAHOMU B IIAPU CKJIEpHU BilOyBaeThCS
[IOPYILIEHHS ricToreMaTHYHuX 6ap'epiB 3 HACTYIHUMHU 3MiHaMU roMeO0CTa3y oKa i aktusalieto T-knituH. Hamu
II0Ka3aHo, 10 Y XBOPUX 3 iHBa3i€lo CKIepU PiBEHb €KCIIPeCii MOJIEKYIIpHUX MapKepiB akTuBalii rimpouuntis (CD7+,
CD25+, CD38+, CD45+, CD150+, mosnexynu MixkaiTuHHOI aaresii (ICAM-1) CD54+ i mosiekysu anontosy (FAS)
CD95+) 3HauyI0 BUIIWIA, B TOPiBHSIHHI 3 NaljieHTamu 6e3 iHBazii. [IokazaHa BuCcoOKa IPOrHOCTUYHA LIiHHICTb
BM3HAYEHHS PiBHS eKcIipecii Mosekyin MbKkIiTUHHOI aaresii (ICAM-1) CD54+ i monexysnu anonro3sy (FAS) CD95+
IJ151 IPOTHO3YBaHHS IPOPOCTAaHHS YBEJIbHOI MEJIaHOMHU B LIapy CcKiepu. [loeHaHe BU3HAYEHHS IUX MapKepiB
I03BOJISIE B 76,5 % BUIMAJIKiB IPOTHO3YBAaTH IPOPOCTAHHS YBEAIbHOI MEJIAHOMHU B IIAPU CKilepu. BuspieHo
MOJKJIMBICTb [IPOTHO3YBaHH4 €MITEeJI0IIHOr0 KIITUHHOTO TUITY YBEAJIbHOI MEJIAaHOMMU B 78,2 % BUIIA[IKIB 3a PiBHEM
eKCIpecii MOJIEKYJISIPHUX MapKepiB akTusallii sim@pouutis CD7+ i CD150+. [IpoBeeHi HaMy JOCiIKEHHS 110
BMBYEHHIO Aii in vitro mpemnapary TUJIOPOH Ha CTaH €KCIIpecii MOJIEKYJISIPHMX MAapKePiB aKTUBallii JJiMPOLUTIB
neprudepryHoi KPOBi y XBOPUX Ha yBeaJIbHy MeJIaHOMY, I10Ka3aJiy 3Hauylle 30inblueHHs piBHS ekcrpecii CD7+,
CD25+, monexynu MbkkIiTUHHOI aaresii (ICAM-1) CD54+ i mosiekysu anonrto3sy (FAS) CD95+. BkitoueHHs iHoyKTOpa
iHTepdepoHy TUIOPOHA B KOMILJIEKC OPraHO36€epirato4oro JiKyBaHHS (KCEHOHOBA (POTOKOATYJIALS + O-arjliKaliliHa
Teparisi) 03BOJINJIO 3HAYYIO 301/IbIINTY piBEHb eKcrpecii Mosiekynn MbKkIiTUHHOI afresii (ICAM-1) CD54+, Toai siK
B KOHTPOJIbHIN IpyImi 3Hauyworo 36ijbl1eHHs piBHS eKcrpecii 1iei MoJsiekyu He BigMideHo. Po3pobieHa Hamu
METOJIMKA BUBYEHHSI 3MiHM MOJIEKYJIIPHOTO POodio iM(OLUTIB il BIIJIMBOM Pi3HMX iIMyHOTPOITHUX IPEIaparis,
I03BOJINJIA MTifi6paTy aleKBaTHY iMyHOJIOTIUHY KOPEKLIiI0 y XBOPUX HA yBeabHy MeJIaHOMY. 3HaU€HHS Pe3yJIbTaTiB
IOCJIiIKeHHS 17151 KJIiHIYHOI IPaKTHKMU I10JIrae y po3pooiii KOMIJIEKCHOI Tepartii (kceHOHOBa OTOKOAryJIsLis + o-
artikalifiHa Teparnis), sika BKJIlIoYa€e TUJIOPOH i BUSBUJIACS KPAILlOI0 CTpaTeTi€lo B JIiKyBaHHI MeJIaHOM BEJIMKUX
po3MipiB. PesysbTaTt po60TH BIPOBAIKEHI B KJIiHIYHY IPAKTUKY BifAiNeHHs: 0pTaabMOOHKOJIOrIi 1Y «[HCTUTYT

OYHMX XBOpO6 i TKaHUHHOI Teparmii im. B. I1. ®inatoBa HAMH Vkpainu».

2. The object - isouveal melanoma. The subject of the study isothe level of lymphocyte activation molecular markers
expression, the state of antitumor immunity and their role in the implementation of the therapeutic effect in
patients with uveal melanoma. The effectiveness of immunotherapy, including an interferon tiloron inducer, in
immunoreabilitation of patients with uveal melanoma. Predictor value of lymphocyte activation molecular markers
in predicting the result of organ-preserving treatment, cell type and uveal melanoma germination in sclera layers.
The nature of the interaction of immune cells with cells of uveal melanoma in vitro. The aim of the study is to
optimize the patients with uveal melanoma invasive therapeutic approach based on the study of the pathogenic
molecular mechanisms of tumor progression, to determine the feasibility of immunocorrecting therapy in the
organ-preserving treatment complex (photocoagulation + o-application therapy). Research methods are
biomicroscopy, visual field, tonometry, sonarography, method of coculturing immune cells with melanoma cells,
histo-anatomical, immunocytochemical, inmunoenzymometric, statistical analysis methods. The studies
conducted have shown that the combination therapy (photocoagulation + o-application therapy) provides for
increased activity of the receptor apparatus of immunocompetent cells (CD7+, CD38+, CD45+, CD54+, CD95+,
CD150+), enhancement of specialized functions of all lymphocyte populations involved in specific immune
response. The studies conducted showed the possibility of prognosticating the positive result of organ-preserving



treatment (complete, partial regression and stabilization of tumour growth) in uveal melanoma patients of 70,5% of
cases based on the study of the expression level of intercellular adhesion molecule (ICAM-1) CD54+ and apoptosis
molecule (FAS) CD95+ in peripheral blood lymphocytes. Further studies have shown the correctness of our
hypothesis that in the melanoma invasion into sclera layers the histohemic barriers are breaking down with
subsequent disruption of eye homeostasis and T cells activation. We have demonstrated that in sclera invasion
patients the level of lymphocyte activation molecular markers expression (CD7+, CD25+, CD38+, CD45+, CD150+,
the intercellular adhesion molecule (ICAM-1) CD54+ and apoptosis molecule (FAS) CD95+) is significantly higher
than in patients with no invasion. The high prognosticative value was shown of determining the level of expression
of the intercellular adhesion molecule (ICAM-1) CD54+ and apoptosis molecule (FAS) CD95+ for prognosticating the
uveal melanoma invasion into the sclera layers. The combined identification of these markers allows
prognosticating the uveal melanoma invasion into sclera layers in 76,5 % of cases. The possibility was identified of
prognosticating the epithelioid cell type of uveal melanoma in 78,2 % of cases by the expression level of CD7+ and
CD150+ lymphocytes activation molecular markers. Our study of tiloron effect in vitro on the expression state of
the peripheral blood lymphocyte activation molecular markers in uveal melanoma patients showed a significant
increase in the expression level of CD7+, CD25+, intercellular adhesion molecule (ICAM-1) CD54+ and apoptosis
molecule (FAS) CD95+. The inclusion of interferon inducer tiloron in the complex of organ-preserving treatment
(photocoagulation + o-application therapy) allowed to increase the expression level of the intercellular adhesion
molecule (ICAM-1) CD54+, whereas in the control group showed no significant increase in the expression level of
this molecule. Our study method of change in the lymphocytes molecular profile under the effect of various
immunotropic drugs allowed finding an adequate immunological correction in uveal melanoma patients. The
significance of study results for clinical practice is the development of multifactorial therapy (photocoagulation + o-
application therapy), which includes tiloron and was the best strategy in treating large size melanomas. The results
of the study are introduced into clinical practice of the Department of Ophthalmooncology of the SI "Filatov
Institute of Eye Diseases and Tissue Therapy of the National Academy of Medical Sciences of Ukraine".
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