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3akiHYyeHHs eTamy: 12.2024
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VII. BizomocrTi npo IiP
Ha3sBa po6oTH yKpaiHCBHKOIO:

Posb cucremu penapanii JHK y marorenesi Ta iMyHOT€HHOCTI paKy JIereéHb

Ha3sBa po6oTH aHIJIilICbKOIO:

The role of the DNA repair system in the pathogenesis and immunogenicity of lung cancer

Pedepar yKpaiHCBKOIO:

Briepiie 3a yMOB BUKOPUCTAaHHS Cy4aCHUX TE€XHOJIOTIN CEKBEHYBAaHHS HACTYITHOTO MOKOIiHHS (NGS) 6yi10
BM3HAYEHO YaCTOTY Pi3HUX BUJiB reHeTUYHNUX anprepaniii HIKPJI B ykpaiHCBKil ONMyJIsLii, NpoBeneHa OLiHKa
criendiky NyxJIMHHOTrO iMyHHOro MikpoorouenHs npu HIKPJI 3 ypaxyBaHHSIM TiCTOJIOIIYHOTO TUITy IIYXJIMHU Ta i
MOJIEKYJISIpPHOTO JlaHmadTy. IMyHoricroxiMmiune pociigxkenns 3paskis HIKPJI Ha npenMeT ekcripecii Mapkepis
yXJINHHOTO MikpooTodeHHs (CD68, CD163, FOXP3 ta PD-L1) 6ys0 BukoHaHO Ha 117 3pa3kax nauienTis 3 HIKPJI,
cepep sIKux 6ys10 95 aieHOKapLMHOM Ta 22 IJIOCKOKJIITUHHUX KapLIUHOM. Byjio BCTAaHOBJIEHO, 10 32 PiBHEM
ekcnpecii makpodaris M1-ro Ta M2-ro iMmyHO(eHOTUIIB 3pa3Ky MyXJIMH MOXYTb OyTU PO3IOJileHi 3a KiJlbkoMa
npodinsaMu, JOCIiIKEHHS TUILIB SIKUX IPOJOBXyeThbCs. [TopiBHSIHHS ekcnpecii Foxp3 y MyxJIMNHHOMY MiKPOOTOY€HHI
IIJIOCKOKJIITUHHOTO PaKy Ta aieHOKapIMHOM I10Ka3aB JOCTOBIPHY Pi3HULI MK uMu nokazHukamu (p<0,05). Lle
03Hayae, 10 Ha ¢oHi imyHOTeparii npucyTHicTb imyHOcynpecuBHUx CD4+ T-cells (FOXP3+ kiiTuH) BULljA y TKAHUHI
IIJIOCKOKJIITUHHOTO PaKy JIereHiB, HiX afieHOKapLHOMi. lle Moxe 6yTH NOB'SI3aHO 3 Pi3HOIO0 €(EeKTUBHICTIO
3aCTOCYBaHHS iMyHOTeparnii npu pisHux ricronoriyaux popmax HIKPJI. Cepen 117 3paskis HIKPJI y 51 Bunanky
(43,6%) Bu3HaueHO HeraTuBHY ekcrpecito PD-L1. B 66 Bunaakax 6yJjio 3apeecTpoBaHO ITO3UTUBHY eKcrpeciio PD-L1,
cepes siIkux 45 kapuuHoM (38,5%) manu cratyc PD-Li+low i 21 (17,9%) - PD-L1+high. 'eneTnuHi nopymeHHs
BUSIBJISUJINCS IEPEBAKHO NIPU aJIleHOKapLUMHOMI jiereHs (p<0,001). TIpu oLiHLi 4aCTOTH FT€HETUYHUX ajJibTePALiill B
HIKPJI, myTtauii EGFR BusiBneHi B 17 nauienTis (14,5%), peapanxkyBanHs ALK - y 8 Bunazkax (6,8%), KRAS -y 23
(19,7%), ROS1-y 2 (1,7%), MET - y3 (2,6%), BRAF -y 3 (2,6%) keiicax, Takox B 23 Bumnajnkax (19,7%) 3apeectpoBasi
anmprepalii B iHmux renax skiovatoun PIK3CA, MAPK, ERBB2, TP53, FANCA, CDKN2A /B, NF1, CTNNBI, Ta iH.

Pedepar aHIJIiHCBKOIO:

For the first time, using modern next-generation sequencing (NGS) technologies, the frequency of various types of
genetic alterations in NSCLC in the Ukrainian population was determined, and the specificity of the tumour
immune microenvironment in NSCLC was assessed, taking into account the histological type of the tumour and its
molecular landscape. Immunohistochemical study of NSCLC samples for the expression of tumour
microenvironment markers (CD68, CD163, FOXP3 and PD-L1) was performed on 117 samples of patients with
NSCLC, including 95 adenocarcinomas and 22 squamous cell carcinomas. It was found that according to the level
of expression of macrophages of the M1 and M2 immunophenotypes, tumour samples can be divided into several
profiles, and the study of the types of these is ongoing. Comparison of Foxp3 expression in the tumour
microenvironment of squamous cell carcinoma and adenocarcinoma showed a significant difference between
these indicators (p<0.05). This means that against the background of immunotherapy, the presence of
immunosuppressive CD4+ T-cells (FOXP3+ cells) is higher in the tissue of squamous cell lung cancer than in
adenocarcinoma. This may be due to the different effectiveness of immunotherapy in different histological forms
of NSCLC. Among 117 NSCLC samples, 51 cases (43.6%) had negative PD-L1 expression. In 66 cases, positive PD-L1
expression was recorded, among which 45 carcinomas (38.5%) had PD-L1+low status and 21 (17.9%) - PD-L1+high.
Genetic abnormalities were detected mainly in lung adenocarcinoma (p<0.001). When assessing the frequency of
genetic alterations in NSCLC, EGFR mutations were detected in 17 patients (14.5%), ALK rearrangements in 8 cases
(6.8%), KRAS in 23 (19.7%), ROS1in 2 (1.7%), MET in 3 (2.6%), BRAF in 3 (2.6%) cases, and also in 23 cases (19.7%)
alterations in other genes were registered, including PIK3CA, MAPK, ERBB2, TP53, FANCA, CDKN2A /B, NF1,
CTNNB], etc.
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VIII. HaykoBa (HayKoBo-TexHiuHa) npoaykuist (HTII)

Ha3zsa HTII yKpaiHCBKOIO: AHai3 jaHuX 3 BU3BHAYEHHSM IIPOTHOCTUYHOTO Ta NPEAUKTUBHOTO 3HAYEHHSI

HOBUX 6iOMapKepiB

Ha3zpa HTII anrsiiicbKoO0: Data analysis to determine the prognostic and predictive value of new biomarkers
HTII, sixy nepezn6ayasiocsi CTBOPUTH:

IIpuunnmu, yepe3s aki HTII ne 6ysi0 cTBOpeHoO:

OTpuMaHi pe3yJbTaTH: Meroau, Teopii

l'anmy3b 3acTocyBaHHS: MenuiuHa

PeecTparifiHuii HOMep KapTKH T€XHOJIOT1i:

Onuc HTII: 6ysi0 BusHaueHo yactoTy pisHUX BU/IB reHeTHYHMX anbrepaiit HIKPJI B yKpaiHChKil mOmysiii
(ogHOLLEHTPOBE KOTOPTHE JOCIII)KEHHS), IPOBEEeHa OLiHKA Crieludiky [IyXJIMHHOTO iIMyHHOIO MiKpOOTOUYEHHS ITPU

HJKPJI 3 ypaxyBaHHSM IiCTOJIONYHOrO TUITY IyXJIMHU Ta il MOJIEKYJIIPHOTO JIaHmadTy

ConianbHO-eKOHOMIYHA cripsimoBaHicTh HTII: Toninmenns Skocti XUTTA Ta 370pOB's HACENIEHHS,

eeKTUBHOCTI AiarHOCTUKY Ta JIiIKyBaHHS XBOPUX
Bnyins HTII Ha moBKiJjs:
Bnposaaskennss HTII: He snposamxeno
ITpakTuyHa peasnisaniss HTTI
IToyaToK eTamy:
3aKiHYeHHs eTamy:
Cno>kuBayi leO,I[yKI.li'l': JIiKyBaJIbHO-TIpO(QisaKTUYHi 3aK1aAy, HAyKOBO-IOCIiAHULIbKI YCTaHOBU
IlepcrieKTHBHI PUHKH: VkpaiHa, Kpainu €spornericbkoro Cowsy
XapakTep cniBpoOiTHHIITBA 3 iHBECTOPOM
IToTpiOHUI 00CAT iHBECTHILiH, THC. TPH.:
IlpaBa, 0 HaAAIOThCS iHBECTOPY MiCJIsA 3aBEPLIEHHSI POOOTH:
HasaBHicTb 0i3Hec-IJIaHY:
TexHiKO-€eKOHOMiIYHE OOrpyHTYBaHHSI.
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