BIAT'YK
oiuifiHOro onoHeHTa, uneHa-kopecnonaenta HAH Vipainn,

IOKTOpa 010/IOMMHUX HayK, MpoQecopa, FOTOBHOTO HAyKOBOTO CIIBPOOITHUKA
BLILILTY MOJIEKYISIpHOT iMyHOm0rIT [HeTHTYTY 6ioximil im. O.B. [Mantanina HAH
Ykpainn
KOJIMBU JEHNCA BOJIOJUMHWPOBUYA
Ha quceprauiiHy podoTy
KJIIA MUKOJIMT BACUJILOBUYA

«MexaHI3MH NPOTHUITY XJIMHHOTO BILUTHBY HOBHX reTePOLUKIIYHUX CIIOTYK:
MOJEIIIOBAHHS i1 silico, IMTOTOKCHYHA Ta IMYHOMOLYJTIOIYA Tisl (77 Vitro Ta in vivoy

AKTyaJbHiCcTH poGoTH

OHKOJIOriYHI 3aXBOPIOBAHHA 3alUIIAIOTHCS  [IOGATBHON PoOJIEMOIO  OXOPOHH
3n0poB’s. Y 2022 poui 3apeecTpoBano 6413bK0 20 MIH HOBUX BUIIAAKIB paky Ta 9,7
MJIH cMepTed. KonopekTanbHuil pak nocinae Tpete miclie 3a NOWIMpPEHICTIO Ta Apyre
3a cMepTHiCTo. Hespaxkatouu Ha mporpec y cKpuHiHry Ta nikyBaHHI, eeKTUBHICTb
CY4acHHX TepaneBTHYHHX MIAXOMAIB, BKINYHO 3 JOPOrHMM MOHOKIOHAILHUMMU
aHTHTIIAMH Ta HTIGITOpaMH TpOTETHKIHA3, 3aTHIIACTRCH 0OMEKEeHO, a cepeHs
TPUBATICTb JKUTTS MALi€HTIB 301TbIIyeThest e Ha 2—5%. OCHOBHUMHU MpoBieMamu
3TMIIAIOTECS  CENeKTHBHICT | PO3BHTOK PEe3HCTEHTHOCTI. ToMy mMOLIyK HOBHX
CTpaTeriif aJpecHOro HaLIMIOBaHHS Ha MyXJAHHOCTIENUQIuHi BpasTHBOCTI Ta

KOMOIHOBaHOI Hii mpenapartis € Ha3BUYAHHO aKTyalbHIM.
3B’5130K POOOTH 3 HAYKOBHMH IPOrpamMamMu, MIAHAMH, TeMAMU

Huceprauiiina pobota BukoHana y Bimaini Perymsuii nponidepauii kiitus i anonrosy

IHetutyTy Glomorii kinituun HAH Ykpainu B paMkax HU3KH HayKOBHX TeM, 30KpeMa:

«Ponb  IMyHOMOZYIATOPHOT aKTHBHOCTI Y NPOTHMYXJAMHHIN il TpaauuiffHux Ta

CKCMIEPHUMEHTAIBHUX METUKaMEHTO3HUX Mpernapatis...» (01220002240, 2022-2026)
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YKpalHCbKO-aBCTpiicbkoro mnpoekty «llozaBiliHa nist Ha crmeuudiuni Bpa3nuBOCTI
37T0AKICHUX KJIITHH HOBHMH MOXiTHWUMM TiocemikapOazoHy» (0124U003513, 2022~

2024);

IHIIWX JTOCIUKEHh HOBMX IOXITHMX Tia3ony 1 4-Tia3oiAnHOHY Ta Tiomipano[2,3-

d]riazomy (2020-2026).

Pobora Biamosigae cTpaTeriuHuM MpiopuTeTaMm (QyHIaAMEHTAILHOI Ta MPUKIATHOT

OHKOJIOTII B YKpalHi.
MeTa i 3aBAaHHA AOCALIKEHHS

MeTa poboTH: J0CTIAMTH LUTOTOKCHYHI BIACTHBOCTI HOBHX MeTePOLIMKIIIYHUX CTIONYK
in vitro, MOJENIOBAaTH MeXaHI3MHU 1X 111 in silico Ta OWIHUTU 3JaTHICTh KIITUHHUX

BAKLMH Ha X OCHOBI MPOTUIISITH POCTY TYXJIHH (71 ViVO.
3aB/laHHS BKIIOYAJIH:

. BuBueHHs  LUTOTOKCMYHOCTI  moOXiAHMX  TiomipaHo[2,3-d]Tiazony  Ta

nepeadavyeHHss MexaHi3MiB ail in silico.

[§S]

Bepudikauito MexaHi3MiB aii 3a J0MOMOrOH KJIOHOTEHHOrO aHanisy Ta

MTPOTOYHO! TUTOMETPII.

(OS]

[TopiBHsHHs edekTiB  COTI-NMe: 3 iHmIMMH  d-N-reTeporuKIidHAMHA

MOXITHUMHU TioCceMikapOa3oHy.

4. MounekyJisipHe JOKIHTYBaHHS 1 CUMYJTIALIIO MOTEKYIIPHOT IHHAMIKH 151 OLIIHKH
aKTUBaLlll MyTaHTHUX (opm pS3.

5. TlinTBepmkeHHs akTuBalil pS3 MeToAaMU IMYHODIFOOPECHEHTHOT MIKPOCKOITIT
Ta BectepH-0noTy.

6. OuiHKy IMyHOT@HHMX HACJIJIKIB 3arudei MyXJIUHHUX KIITUH i1 VIVO.

7. Jocnigxenns BnauBy COTI-NMe: Ha arouurapHy akTUBHICTH MaKpodaris in

VItro.
OG’ekT | npeamMeT a0CaiAKeHHSI

OO’€KT: NPOTUMYXJMHHA i 0-N-reTepoUMKIIYHUX MOXITHUX TioceMmikapOa3oHy Ta

NOXIIHUX TiomipaHo[2,3-d]Tia3zomy.



TIpenMeT: MeXaHi3MM il Ta MOJEKYIApHI MILICHI, BKIIOYHO 3 peaKTUBALIEI0

MyTaHTHUX GopM p53 i iHmyKuieto imyHorenHoi 3arnGernl KIiTHH,
MeToaH A0CaIAKEHHS

BukopucTaHo: HekpoTnuHi tectd Ta MTT, MonekymspHUH JIOKIHT 1 CUMYJISILIIO
MonMeKymsipHOT — AMHAMIKH,  KJIOHOTeHHWH  aHajlis, — [pOTOHHY LHTOMETPIFO,
iMyHO(II0OpeCHeHTHY — Mikpockormito, Becteph-610T, GarouuTapHi TeCTH 3
makpodaramu J774.2, KIITHHHI BaKUMHN Ha MOIEJSX B16F10 ta mumeit C57BL/6,
ABTOMATH30BaHUil remMaronoriunuit aganis. CratuctiudHa 06podka — GraphPad Prism

9, Matplotlib 3.10.1 (Python 3.10).
HaykoBa HOBH3HA pe3y.1bTaTiB

|. Briepie 3amporoHoBaHO MeXaHi3M LHTOTOKCHYHOI T COTI-NMe: yepes

pEeaKkTHBALI IO MyTaHTHUX GOpM P35 3.

[\

3anponoHoBaHo MeXaHi3M il MOXIIHHX Tionipano[2,3-d]ria3zony Ha KIITUHHUMA
LUK Yepe3 B3aemoaito 3 CDK2.

[TpoaemoHcTpoBaHo HnToTOKcH4HY Aito COTI-NMe: na pi3HI JHII KapLUHOM,

2

30KpeMa KOJIOPEKTaIbHOI,

4. Tloka3aHO PO3BUTOK IMYHHOI Pe3UCTEHTHOCTI /10 TPAHCIIAHTOBAHKX Ty XIMH Ta
nocuneHHs (GarolMTo3y 3a yMOB iX monepeaHboi oOpoOKH JOCIIIKY BAHUMU
peuOBHHAMMU.

5. Beranosnedo 3aaTHicTs Huzbkux 103 COTI-NMe: iHAyKyBaTH IMyHOIEHHY

3arubenb MyXJIMHHUX KIITHH.
[MpakTH4He 3HAYEHHS

1. TIpomeMOHCTPOBAHO BHILI MOKa3HUKH LHTOTOKCHHHOIO eQeKTy (3HHKEHHS
[Csy) MO BiAHOLIGHHIO 1O JAOCALUKYBAHMX MyXJMHHUX KIITHH HOBUX
BITUM3HSAHHX [perapatis - noxiauux tionipano[2,3-d]riasony - Les-6547 Ta
Les-6557 B MOPIBHAHHI 3 KJIACHMYHHUM JOKCOPYOILMHOM, 11O BKasye Ha

NepCreKTUBHICTh LHUX CHOLYK AJIs TapreTHOI Tepanii myXJauH

[§S]

PesynbTat aucepraliiiHoi poOOTH CIIPUATUMY Th noTeHUilHil po3podul HOBOI

cTpaterii KoMGiHOBaHOI TapreTHOT Teparil, 1o MOEIHY€ AKTHUBALIIIO MYyTaHTHHUX



(HeakTUBHUX ) Gopm p53 Ta inridyBarHs CDK?2, a TaKoXK CTUMYJISIIIIO IMYHHOIO
BIAMOBIAI HUTAXOM 1HIYKIIT IMyHOT€HHOT 3aru0ei KIITUH.

3. 3anponoHoBaHa CTpaTeris Tepamii cOpuUsTUMe MIHIMI3alll PU3UKY PO3BUTKY
pe3UMCTEeHTHOCTI 10 MpernapariB 1 IPOAOBKEHHIO Yacy peMicil.

4. Takox pe3yabTaTd poOOTH BIAKPUBAIOTH MOJKIUBICTH BIPOBAIKEHHSI HOBUX
OAXOAIB A0 JIKyBaHHS MYyXJMH 13 HaJekcmpecierd MmyTaHTHoOro IP53 ta

IMYHOJIOTIYHOI TOJIEPAHTHICTYO.
Ouinka 3micTy aucepramii

Huceprauis — 169 ctopiHok, 23 pucyHku, 13 Ttabmuus, 148 mxepen miTeparTypw.
CTpyKTypa JoriuHa: BCTYI, OIIA] JAiTepaTypH, MaTepiaid Ta MEeTOAM, Pe3yJbTaTH Ta
OOroBOPEHHsl, BUCHOBKM. Pe3ynbTatu 4iTKO 11HOCTPOBAHI, BUCHOBKM BiAMOBIAAIOTH
3aBJaHHSAM. 3a TeMO JucepTallil omyO0JiKoBaHO § HayKOBHUX Mpallb, Cepel SIKUX 2
CTAaTTl Y BITUM3HSAHUX Ta MIKHApOAHUX (DaXxOBUX MEPIOJAMYHUX BHAAHHSX, @ TAKOK 6
Te3 JOMOBIJeH Ha BITUM3HSIHUX Ta MIKHApPOAHWX KOHGEpeHIsX, KOHTpecax Ta

HayKOBHX 3 137aX.
JayBaskeHHs Ta 3aNUTAHHSA 10 3100yBaya

JlucepTallisi BUKOHaHA Ha BUCOKOMY PIiBHI, 3ayBaKe€HHs Ta 3alMTAaHHSA MarOTb JIMLIE

OUCKYCIHHUM XapakTep:

1. SAxi dpopmu 3arubeni KIITHH, PO3TJSHYTI aBTOPOM Y JITepaTypHOMY OTJISLAL,
BiJTHECEHO /10 IMYHOTeHHOI 3aruderi, a sKi — 10 HEIMYHOI'€HHOT, 1 e MPOXOANUTh
Meka MK HUMH? YW Hale)KUTh KIaCHYHUN HEKpo3 A0 IMyHOTeHHOI 3aruoent
KJITUH, 4d Hi? SIKIIO TakK, TO 9MM MOJKHA MOSICHUTH, L0 Y SKOCTI HETaTHBHOIO
KOHTPOJIFO BUKOPHUCTOBY B HEKPOTHUHI My XJIHHHI KIITHHH, WO M111aBaIUCH
MOBTOPIOBAHUM LIMKJIAM 3aMOPO’KYBaHHs- pO3MOPOXKYBaHH4 (Blx —196 10 +20

°C. 3X), 1 Ui KJIITHHY BBAKAFOTHCS TAKUMH, 110 3aTuHyIH 0e3 iHaykuii [3K?

(8]

SIKI MeXaHI3MM, Ha AYMKY aBTOpa, MOSICHIOKTh BULLY YYTIMBICTH ITyXJIHHHUX
k1iTuH 10 COTI-NMe: nopiBHSAHO 3 HOpMalbHUMU KIITHHAMHU?

3. Uu MOXKIMBa yd4acTb 0-N-reTepoLMKIIYHUX MOXIAHMX TiocemikapOa3oHy B
peryiasiii ~ CcUCTeMHM  CHHTe3y  IHTepdepoHiB  uepe3,  Halpukiam,

BHYTPIIIHbOKIITHHHI PELENTOPH Y MYyXJIUHHUX KIITHHAX?



4. Slkum ynnoM COTI-NMe: MosKe BILIMBATH Ha IMyHOTEHHICTD 3arn0O/IMX KIITHH
| PO3BHTOK CTIHKOCTI 10 TPAHCILIAHTOBAHUX My X/IMH? SIKI TOKa3HUKHM IMYHITETY
y IOCIKYBAHMX TBAPUH MOXKYTb MPO L€ CBIAYMTH?

5. Yu nnanyerscs noaaibiie noeaHadds COTI-NMe: 3 iHIMMH TapreTHUMH 200
XIMIOTEpaneBTHYHHMH areHTamMu /Uit CHHePridHoro eexTy?

6. U iCHYIOTb IOTEHIIHH] PU3HKH, IO MOKYTh BUHHKATH 33 YMOB riNepaKTUBalll
IMYHHOT BIAMOBII {77 vivo TIpH 3aCTOCYBaHHI 3alIPOTTOHOBAHMX CXeM aKTHBaLil

IMYHOT@HHOT 3arudes KJIITHH?
BucHoBok

Huceprauis  Kniwa M.B. «MexasisMu  0OpOTHIYXJIHHHOIO — BIUIMBY — HOBHX
reTepoOLMKIIUHMX  CHOJAYK:  MOJAGIIOBAHHA  fn  Silico,  UMTOTOKCHYHA  Ta
IMYHOMOJYJIFOKOUA J1isl i1 Vitro Ta in vivoy € 3aBeplIeHO, CaMOCTIHHOK HayKOBOO
pOBOTOIO 3 HOBUMH €KCIIEPUMEHTATbHO OOIPYHTOBAHUMH IIOJIOJKEHHIMHU, IO MatOTh
(QyHIameHTalbHe | MpUKiaaHe 3HaYeHHs. PoboTa Binnosinac Bumoram Hakasy MOH
Yxpainu Big 12.01.2017 Ne40 Ta [Toctanosn KMV Bix 12.01.2022 N9441(3i 3MIHAMH
No341 Bim 21.03.2022, Ne502 sim 19.05.2023 ta Ne507 Bim 03.05.2024). AsTop
3aCTYTOBYE Ha MPUCYUKEHHs HAYKOBOTO CTyMeHs 10KTopa (inocodii y ramysi 3HaHb

09 «biomorig» 3a cnewianbHicTio 091 «blosorisi».

Odiuiiinuii OnNOHeHT

unen-kopecnonedT HAH Ykpainn, 1oktop 61010r4HUX HayK,
FOMIOBHMI HAYKOBUH CIIIBPOOITHHK BIILTY MOTEKYIAPHOL IMyHOJIOTT
Incturyty Gioximii im. O.B. [Mannanina HAH Ykpainu,

npodecop

Incturyr
Gioximii
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