O6J1ikoBa KapTKa [IiP
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Oco06J1uBi TO3HAYKHU: Binkpura

JaTa peecrtpamnii: 15-02-2023

II. Etran BukoHnauus JiP

Homep erany: 3

Ha3sBa eramny: OuinnTu 6e3nocepeHi Ta BifizianeHi pe3ysbTaTy JIiKyBaHHS XBOPUX Ha Pak IPyAHOI 3a103H.
IToyaToK eramy: 01.2022

3akiHYeHHs eTamy: 12.2022

Bupz 3BiTHOTO AOKYMEHTA: OCTaTOYHUM 3BIT

I11. BizomocTi npo BuKoHaBus JIiP

IloBHe HaliMeHYBaHHS IOPHUAUYHOI 0coou (a00 ITIB ¢izmyHOi 0c00H): HauioHanbHMil IHCTUTYT paky
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Micue3HaxoaKeHHS: ByJ1. JJomoHOCOBa, 6yz. 33 /43, M. Kuis, Kuicbka 0611., 03022, Ykpaina

dopma BiracHoCTI:
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InenTudikarop ROR: He zacrocosyerscs

Po3mip opranisanii:
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IV. BizomocrTi npo cniBBUKOHaBLiB JIiP



V. BimomocrTi npo 3amoBHHKa [IiP

IloBHe HaliMeHYBaHHS IOPHAHYHOI 0coou (a6o ITIB PpizuuHO0i 0c06H): MiHicTepcTBO OXOPOHU

300pOB' 4 YKpaiHu
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VI. I>kepeJia, HanpsiMHu Ta oocsiru pinaHcyBaHHs JIiP

IlincraBa ojist npoBeaeHHs [iP: 34 - norosip (3aMOBJIEHHS) 3 IEHTPaTbHUM OPraHOM BUKOHABYOI BIajy,

akazemielo HaykK (TOJIOBHUMM PO3NOPSIHUKAMU OI0pKETHUX KOWITIB Ha TposefeHHs HIIJIKP)

Hampsam (l)iHchyBaHHﬂ: 2.2 - IpUKJIaHi AOCTiIKeHHS i po3pOOKU
I>kepesia piHaHCYBaHHS

7713 - KOWTH ep>KO0I0A KeTy

Kopg, nporpamuoi kinacudikanii BuzaTkis i KpegurysaHHs (KIIKBK): 2301020

dakTuuHHi 06csar ¢piHaHCYyBaHHA (THC. rpH.): 1558.320




VII. BizomocrTi npo IiP
Ha3sBa po6oTH yKpaiHCBHKOIO:

OnTumizalliss KOHCEpPBaTUBHOTO JIIKYBaHHSI XBOPUX Ha pak rpynHoi 3ano3u HER2 /neu - (HeraTuBHUiL) rpynu

BHCOKOT'O PU3UKY IIPOTPECYBAHHA 3aXBOPIOBAHH.

Ha3sBa po60oTH aHIJIiHCBHKOIO:

Optimization of conservative treatment of HER2 / neu breast cancer patients (negative) at high risk of disease
progression.

Pedepat yKpaiHCBKOIO:

O6'exT gocigxkeHHs - 195 XBOpUX Ha paK I'PyHOI 3271031, 136 naiieHToK 3 JioMiHaIbHUM B pakom rpynHoi 3a103u
Ta 59 - 3 TpUUi HETaTUBHUM PAKOM I'PYJIHOI 3a71031. MeTa po60Ty - MigBUIIUTY €(EeKTUBHICTb JIIKyBaHHS XBOPUX Ha
Her2 /neu HeraTuBHUM pak rpyAHOI 321031 MIJIIXOM ONTUMIi3allii KOMIIJIEKCHOTO JIIKyBaHHS 3 yPaxyBaHHSIM
MOJIEKYJISIPHO-TEHETUYHUX XapAaKT€PUCTUK MyXJIMHU. HayKoBO OGTPYHTOBAHO, 10 B IyXJIMHI [0 JIIKyBaHHSI BUCOKUIA
piBenb CD4+ nimdouuris B 1,63 paza 36inburye pusuk ii metactasyBanus (BP 1,63; 95 % BI = 1,21-2,32; p = 0,001), a
BUCOKUI piBeHb FOXP3+ mimMpOoLUTiB - CBiAYNTb PO 3HMKEHHS iIMOBIpHOCTI peuuausy xBopobu (BP 0,69; 95 % BI =
0,50-0,84; p = 0,005) y nanieHTOK 3 eCTpOoreHoHeraTuBHUM Her2 /neu HeraTBHUM pakoM I'PyZHOI 3aJ1031.
HaykoBo nigTBepIKeHO He3ajexkHe IIPOrHoCcTUuYHe 3HaueHHs1 FOXP3+ nimdouutiB y peauiyanbHii DyxJIvHi Micis
3aBepiienHst HAXT y xBopux Ha MiCLIeBO IOLIMPEHNU JIIoMiHanbHUM Her2 /neu HeraTuBHUI pakoMm IPyHOI 331034
(BP = 1,18; BI 95%, 1,01-1,39). Buepie goBeneHo, 0 PU3UK PELUIMBY 3aXBOPIOBAHHS Y XBOPUX Ha JIIOMiHATIbHUN
Her2 /neu HeraTuBHUM pak rpyAHoOi 31034 MoB's13aHu 3 4 pakropamu: piBHeM FOXP3+, innexkcom Ki-67y
pe3uayasnbHill yXJKuHi, KibKICTIO ypaXKeHUX aKCUIISIPHUX JiM(PaTUYHUX BY3J1iB I1iCJIs1 HEOAQ FOBAHTHOI
nosiiximiotepanii Ta 06’eMy XUTTe3aTHOI NapeHXiMU MyXJIMHU. Briepiie BU3HA4€HO, IO 30i/1bIIEeHHS KiTbKOCTI
iHTpaTyMopasibHUX Ta cTpoManibHuX CD8+niM@ouunTiB y peannyanbHii nyxauHi nicas HAXT 1ocToBipHO 3MeHIIye
PU3UK peuuauBy 3axsopiosanHs, BP 0,7 (95 % BI 0,4-0,9; p = 0,01) ra BP 0,65 (95 % BI 0,5-0,9; p = 0,02) BignosigHo.
Briepiie HayKoBO JOBEEHO, 1110 PiBEHb T€PANIEBTUYHOIO NaTOMOP(O3y O6yB KpallUM y MNaLli€eHTOK 3 TeHOTUIIOM
N/del32 3a renom CCR5. Cepepnni 3HaueHHs OJK3I1 y HociiB anens N /N 3a renHom CCR5 6ymu 52,94 + 4,06 %, a'y
HociiB anensg N /del32 3a renom CCR5 - 35,63 + 7,37 % (p=0,04).

Pedepar aHr1ilicbKOIO:

The object of the study is 195 breast cancer patients, 136 patients with luminal B breast cancer and 59 patients with
triple negative breast cancer. The aim of the work is to increase the effectiveness of treatment of patients with
Her2 /neu negative breast cancer by optimizing complex treatment taking into account the molecular genetic
characteristics of the tumor. It is scientifically proven that a high level of CD4+ lymphocytes in a tumor before
treatment increases the risk of its metastasis by 1.63 times (HR 1.63; 95% CI = 1.21-2.32; p = 0.001), and a high level
of FOXP3+ lymphocytes - indicates a decrease in the probability of disease recurrence (HR 0.69; 95% CI =
0.50-0.84; p = 0.005) in patients with estrogen-negative Her2 /neu-negative breast cancer. The independent
prognostic value of FOXP3+ lymphocytes in the residual tumor after completion of NHT in patients with locally
advanced luminal Her2 /neu negative breast cancer was scientifically confirmed (RR = 1.18; CI 95%, 1.01-1.39). For
the first time, it has been proven that the risk of disease recurrence in patients with luminal Her2 /neu negative
breast cancer is associated with 4 factors: the level of FOXP3+, the Ki-67 index in the residual tumor, the number
of affected axillary lymph nodes after neoadjuvant polychemotherapy and the volume viable tumor parenchyma.
For the first time, it was determined that an increase in the number of intratumoral and stromal CD8+ lymphocytes
in the residual tumor after NHT significantly reduces the risk of disease recurrence, HR 0.7 (95% CI1 0.4-0.9; p =
0.01) and HR 0.65 (95% CI 0.5-0.9; p = 0.02), respectively. For the first time, it was scientifically proven that the
level of therapeutic pathomorphosis was better in patients with the N /del32 genotype for the CCR5 gene. The
average values of CPR in carriers of the N/N allele of the CCR5 gene were 52.94 + 4.06%, and in carriers of the



N/del32 allele of the CCR5 gene - 35.63 + 7.37% (p=0.04).
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VIII. HaykoBa (HayKoBo-TexHiuHa) npoaykuist (HTII)

Ha3zga HTII yKpaiHCBKOIO: Mogiesb PETriOHapHOTO METACTATUYHOTO YPakEHOTO JiM(ATUYHOTO By3Jia Ha

ocHOBi KT 300pakeHHS aKCUJISIPHOI OiISTHKY.

Ha3zpa HTII aHrsi#icbKo0: Model of a regional metastatic affected lymph node based on a CT image of the

axillary area.

HTII, sixy nepen6a4asiocsi CTBOPUTH:

IIpuunnn, yepe3s aki HTII He Gysi0 cTBOpeHO:

OTpumaHi pe3yJsIbTaTH: [TosinmueHHs epeKTUBHOCTI AiarHOCTVKY Ta JIKYBaHHS XBOPUX
l'asy3p 3acTOCYBaHHS: OHKOJIOTis

PeecTpaiifiHuii HOMep KapTKH T€XHOJIOT1i:

Omnuc HTII: Ha ocuosi KT 306paskeHHsI aKCUJIAPHOI IITHKM 6yJI0 CTBOPEHO MOJIENIb PETIOHAPHOTO
METACTaTUYHOIO YPaKEHOT0 JIiM(ATUYHOTr0 By3Ja y nporpamHomMy cepenosuili SolidWorks Ta COMSOL
Multiphysics 5.4 n1s1 nepcoHanizoBaHOTO IJIAHYBaHHS PO3MOIiTy TEIJIOBUX OJIiB IIPY ONIPOMiHEHHI arlapaTom
«Marsnitepm» xBopux Ha PI'3.

ConiannbHO-eKOHOMIYHA crpsimoBaHicTh HTII: Toninmuenns SkocTi XUTTA Ta 370POB' HACENIEHHS,

e EeKTUBHOCTI AiarHOCTUKY Ta JIiKyBaHHS XBOPUX
Bnyius HTII Ha mOoBKijIs:
BnposagskeHHst HTII: Briposamkeno
ITpakTuyHa peasnizanis HTTI
IToyaTok eramy: 01.2022
3aKiHYeHHS eTamy: 12.2022
Crnio>KuBavi NPOAYKILii: OukosorivHi 3aknau
IlepcrieKTHBHI PUHKH: JIiKyBaJibHi 3aKJ1a[j1 OHKOJIOTIYHOTO IPOGII0
XapakTep cniBpoOiTHHIITBA 3 iHBECTOPOM
IToTpiOHUI 00CAT iHBECTHILiH, THC. TPH.:
IIpaBa, 110 HaAAIOTHCSI iIHBECTOPY MiCJIsA 3aBEPLIEHHS POOOTH:
HasaBHicTb Oi3Hec-IJIaHY:
TexHiKO-eKOHOMiYHE OOrpyHTYBaHHSI:
IloTeH1iaIbHUE 0OCAT IIPOJASKY, THUC. TPH..
OuiKkyBaHHI TepMiH OKYIHOCTi (POKiB):

JopaTkoBa iHpopmanist:
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