PELLEH3IS
JloxTopa 610JI0T1YHUX HAYK, CTAPIIOr0 HAYKOBOTO CIIBPOOITHUKA, MPOBIAHOTO
HAyKOBOT'O CHIBpOOITHUK Biny renetuku moaudau IMBI HAH VYkpainu

INIBEHDb Oxcanu OJiekcaHApiBHA
Ha qucepTaniiiny pooory OHUIEHKO Katepunu BikTopiBHu

«loenmudgbikayin cenemuuHux ma eniceHeMUYHUX 3MIH NPU CEIMAOKATMUHHII
KAPUUHOMI HUPKU JII0OUHU 0151 PO3POOKU NI0X00i6 HEeIHBA3UBHOT OIAZHOCMUKU
3ax60pr06anHay Ha 3700yTTS HAYKOBOTO CTYIEHs ToKTopa (inocodii 3a
cnetianbHicTiO 091 — Bionoris

AKTya/IlbHICTb BHOpPaHOi TeMH. Y CydyacHOMY CBITI OHKOJIOTIYHI
3aXBOPIOBAHHS € CYTTEBHUM BHUKIMKOM JUIsI MEAUMYHOI Ta COLIaNbHOLI cdepu,
CTAHOBIISIYU 3arpO3y KUTTIO XBOPHUX, MPU3BOJISAUN JO MOTIPIIEHHS SKOCTI 1IXHBOTO
KUTTA Ta BTPATU Mpale3qaTHOCTI. Yce 1€ CIOHYKA€ JO BUBUYEHHS MOJIEKYJISIPHUX
MEXaHI13MiB PO3BUTKY 3JIOSIKICHUX HOBOYTBOPEHb, 1I€HTU(IKALlT ENIT€HETUYHHUX Ta
F€HETUYHUX MapkepiB. PO3BUTOK 3HaHB Ta METOJOJIOTTYHUX MM1IXOA1B HUHI A€ TaKy
3Mory. Y JaHOMY JucepTaliitHOMy JOCHIIKEHH]1 aBTOPKa 30cepeuiach Ha BUBUECHI
KapLUHUHOMHU HUPKH, & CaM€ Ha HalOLIbII NOIIMPEHOMY Ta HallarpeCUBHILIOMY THITI
KapIIMHOM HUPKM — CBITJIOKIITUHHIA KapuuHoMi Hupku. Came ued Tum
OHKOJIOTIYHHUX 3aXBOPIOBAaHb IOCIJIAa€ TPETE MICIIE 3a YAaCTOTOK 3aXBOPIOBAHOCTI
cepell ypOoJOTTUHUX MyXJIMH, MICI paKky MpOCTaTH Ta paKy ceuoBOro Mixypa. Okpim
TOro, CBITJOKJITUHHA KapIMHOMA HHUPKU XapaKTepU3YEThCS HETATUBHUM
IPOTHO30M, 110 POOUTH CBOEYACHY MIarHOCTUKY Ta MEPCOHANI30BAaHUU MIAX1A Y
Tepamii [bOr0 3aXBOPIOBAHHS JyX€ BAXJIMBUM Ta AaKTyaJbHUM 3aBJaHHSIM.
JIoCHiI>KEHHST MOJIEKYJISIPHUX MEXaHi3MiB, CMIr€HETUYHUX Ta T€HETUYHUX 3MIH,
NpUTAMaHHUX [bOMY THIY KaHIEPOT€HE3y, € BAXJIMBUM MIATPYHTTIM IS
PO3YMIHHS TEHETUYHOT €BOJIIOLIT KJIITUHHU MPHU 3JI0AKICHIHM TpaHchopmallii, a TaKoX
Tt ieHTUdikaiii HoBUX crenu(pIYHUX OHKOMApKEPIB Il PaHHBOI JIIaTHOCTU Ta
nepcoHatizailii Tepamii.

3B'130k po0OTH 3 HAYKOBUMHM MNpPOrpaMamMi, ILUIAHAMH, TeMaMHU.
Hucepraniitne  nociipkenHs Karepunu OHMIIIEHKO BHUKOHaHE B paMKax
JOCIITHULBKUX TEMATUK MPOEKTIB [HCTUTYTY MOJEKYISPHOL 010JI0T1i Ta TEHETUKU
HAH Vxkpainn «Inentudikaiiisi reHiB-cynpecopiB, KapToBaHUX Ha 3- XpOMOCOMi
JUISL CTBOPEHHSI MapKepiB — KIIOYOBUX JJis MEBHUX BHUJIIB 3JOSKICHUX MyXJIUH
enitenianbHoro moxomkeHHs» (2007-2011 pp., HOMep aep:kaBHOI peecTparii
01070000337) Ta «BTpaTta TeTEepO3UrOTHOCTI 1 METWUIIOBAaHHA TEHIB-
IMyHOCYIIPECOpIB B KapIlMHOMax HHUPKH 1 cedoBoro mixypa» (2016, 2017 pp.,
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HoMepu JnepxkaBHoi peectpamii 0116U007719 ta 0117U0002802) Bigmity
(yHKIIIOHATBHOT TeHOMIKH, «[neHTudikallis reHeTUYHUX Ta €MIr€HETUYHUX 3MIH Ha
no3akiaiTiHHIM JIHK kpoBi XBOopuUX Ha pak HHUPOK Ta paKk MOJOYHOI 3aJI03H, SK
JIarHOCTUYHUX Ta MPOTHOCTUYHUX MApPKEPIiB PaHHbOI HEIHBA3UBHOI J1arHOCTUKI
(2015-2019 pp., HOMep gepxkaBHOi peectpamii 0115U002951) Bigainy
(yHKIIIOHATBHOT TEHOMIKM Ta Jabopatopii OIOCHHTE3y HYKJIEIHOBUX KHCIOT,
«Po3pobka Ta gochigHe BrapoBamkeHHs naHenl MikpoPHK nns  panuboi
HEIHBA3WBHOI JIIarHOCTUKHA Ta MEPCOHAII30BAHOTO XIPYPriuHOIO JIIKYBaHHS Yy
XBOpPUX Ha JIOKali30BaHI HOBOYTBOpeHHS Hupku» (2020, HOMEp aep>kaBHOI
peectpaii 0120U100649) nadopaTtopii 010CUHTE3y HYKIETHOBUX

Cryninp  OOIpYHTOBAHOCTI HAyYKOBHMX  II0JIOKeHb, BHCHOBKIB |
pexomenaauiii. J{ucepramiiinae nocnimxenns Karepunu OHUIIEHKO 6a3yeThes
Ha pe3yibTaTax aHali3y 3HAYHOTO MAacUBY BJIACHUX JaHUX, OTPUMAHUX 32
JOTIOMOTOI0 CYYaCHHUX 1 KIACHYHHUX METOAIB MOJEKYJSIPHOi, Ta KOPEKTHO
ompalbOBaHUX JUCEepTaHTKor. IlocTaBieHi 3aBJaHHI BIANOBIAAIOTH  MeETI
JOCIIIIDKEHHSI, a BUCHOBKH, C(OpPMYJbOBaHI AHCEPTAHTKOI, € JIOTIYHUMH Ta
OOrpyHTOBaHUMH, Ta OXOILTIOIOTh OCHOBHI MOJIOXKEHHS 1 PE3yIbTaTH BUCBITIEH] Y
€KCIIEpUMEHTAJIbHUX PO3/ILIaX.

HaykoBa HOBH3HA OTPUMAHUX pe3yJbTaTiB. Pe3ynbTaTu nucepramiiHoro
JOCIIUKEHHSI MICTATh 3HaYHY HayKOBY HOBHM3HY, 3arajoMm JIUCEPTaHTKOI OyJo
BIIEpIII€ TPOBEACHO KOMIUIEKCHE MOPIBHSJIbHE BU3HAUCHHS CTATYCy METUIIIOBAHHS
reHiB (APC, RASSF1, LRRC3B, GPX3, PCDHS, RUNX3, TIMP3, VHL, CDKN2A)
ta piBHIB ekcnpecii MikpoPHK (miR-324-5p, miR-181a-5p, miR-30a/c-5p, miR-
138-1 ta miR-200a-3p) y myxiuHax Ta mmjia3mi KpoBi xBopux. BuspieHo Ta
JIOBEJICHO, IO PiBHI KOHIEHTpalii Ta «injaekc mimicHoct» nk/JIHK mnaszmu kposi
MOXYTh CIYI'yBaTH Yy SKOCTI JOCTOBIDHHUX MAapKepiB HOBOYTBOPEHb HUPKHU.
[IpoaemoHCcTpOBaHO, 110 METOJ AeTeKii KitbkocTi NkJIHK y mnasmi kpoBi nuisixom
K[IJIP Ounbll 4yTAUBHM, HIK METOJ BU3HAUCHHS 1HTEPKaJsALii (PIyopeciieHTHOTrO
OapBHuka. Bmepiie mokaszane ngoctoBipHe 3HUkeHHsS MikpoPHK miR-30a/c-5p,
miR-138-1 ta miR-200a-3p sk y Gioncisx MyXJIMH HOBOYTBOPEHb HUPKH, TaK 1y
J1a3M1 KpOB1 XBOPUX BXKE HA MEPIIKUX CTAA1sX 3aXBoproBaHHs. Buznaueno, mo CpG-
ocTpiBii mnpomoTopuux AunssHOK APC, RASSFI14, GPX3, PCDHS, RUNX3
rinepMEeTHJIOBaHI y OIOMNCISX MyXJWH Ta IUIa3Ml KPOBI MAaLI€HTIB HA paKk HUPKH.
InentudikoBano BTpaTy rerepo3urotHocti STR-mapkepamu rena RASSFI y
34.7%, VHL —y 41.7%, CDKN2A — 20,7% iHpopMaTUBHUX 3pa3KiB AOCIIIKYBaHOI
MOMYJISIIIT XBOPUX HA paK HUPKHU Y KpaiHH.



TeopeTnuHe Ta NpaKTHYHEe 3HAYEHHSA pPe3yJbTaTiB qucepTauii. Bussieni
NOPYLIEHHS Y CKJal MO3aKITUHHUX HyKJIeiHoBUX kucioT (nkIHK ta nkmiPHK)
mia3Mu XxBopux Ha ckPH cBimuath mpo MOXJIMBICTH 3aCTOCYBAHHSI LIUX TEHIB SIK
KOMIIOHEHTIB MYJIbTUMApPKEPHOI MaHeN 1 paHHbOI JIarHOCTUKHU JAHOTO TUITY PaKy.
Busnauenns xonuentpamii MiPHK (miR-30a/c-5p, miR-138-1, miR-200a-3p),
nkJ[HK Ta ctarycy MeTuiayBaHHS MPOMOTOPHUX JIIISHOK TpaHCKpUNTIB (RASSF1A4,
GPX3, APC ta CDKN2A( p14ARF)) Moxe BUKOPUCTOBYBATHUCH B SIKOCTI MapKEPIB
IJa3MU  KPOBI JUISl JIIATHOCTUKU PaKy HUPKU, PEHUAUBY MYXJIUH TMICIs
OMEPATUBHOIO BTPYUYaHHS Ta MOIIYKY HOBHUX MIIIEHEH TapreTHOI Teparii Takux
xBopux. Kpim toro, kopensamiss mix piBHem MiPHK miR-138-1 Tta mporpecieto
nyxiuan 3a @ypman (G2>G3) mMoxke OyTH BUKOPUCTAaHA Il HEIHBA3HMBHOTO
MOHITOPIHTY a/IbIOBAaHTHOT Teparnii XBOPHUX.

HaykoBo-npakTuyHa UiHHiCTB Po0OTH Ta  KOHKPETHi LLIAXHU
BUKOPHUCTAHHA  pe3yJbTaTiB  JOCJHiI:KeHHs.  Pe3ynbratu  JOCHITKEHb
BUKOPUCTOBYIOTbCSI Y HaBYaJIbHOMY TMpOIECl, a caMme: TMpU MPOBEACHHI
«JIabopaTopHOro MPaKTUKYyMy 3 MOJIEKYJIApHOI O10710T1i» 17151 OakanaBpiB kadenpu
Oloximii 31 crmemianbHiocTi MojekyisipHa Oiomoris, HII] «Incturyt Oiomorii Ta
MenunuHu» KuiBchbKOro HalllOHaNBHOTO yHIBepcHUTETYy iMeHi Tapaca llleBuenka, y
Kypcl JIeKUIH uisi acmipanTiB «MoJeKyJIsspHI OCHOBU KaHIIEpOoreHe3y» kadeapu
oionorii IMBI' HAH VYkpainu ta y kypcax Jiekiii «I 0J0BHI aCIEKTH MOJIEKYISIPHO-
010J10T1YHUX JOCHITKEHb» 1 «OCHOBH T€HHOI 1HXKeHepli Ta 0101HHOPMATHIHOTO
aHamizy» kadenpu MoJiekylsipHoi Oiosorii Ta OiotexHosorii KuiBcbhkoro
aKaJIeMIYHOTO YHIBEPCUTETY.

OkpiM TOTO pe3yJbTaTH AOCIHIKEHb BIPOBa/KeHI Ha 0a3i Jlep:kaBHOT
ycranoBu «lHctutyT ypoisorii HAMH Vkpainu» M. Kuesa «Crioci6 BUKOpUCTaHHS
MOJIEKYJISIPHUX MapKepiB B paHHIM J1arHOCTHUIl HUPKOBO-KIITUHHOTO paky» (2017
p.) Ta «Cnoci6 BuxopuctanHs MikpoPHK B paHHIiil AlarHOCTHIIl HHPKOBO-
KIITUHHOTO paky» (2020 p.). Takoxx oQopmIIeHO MaTEHT, y CHIBaBTOPCTBI, Ha
KOpUCHY Mojienb: «Crnocid paHHbOI 1IarHOCTUKU PaKy HUPKI.

PosrnsnyBmm 3BIT MOAIOHOCTI MIOAO TMEPEBIPKM HA IUIariaT, Ta Mepesik
omyOJIIKOBAaHUX AUCEPTAHTKOIO Mpallb, MOXKHA CTBEPJKYBaTH, IO JUCEpTalliiiHa
pobora Onumienko KaTepunu € pe3yiabTaToM CaMOCTIMHUX MOCTIIXKEHb 1 HE
MICTUTh €JIEMEHTIB IIariaty Ta 3ano3udeHb. Bukopucrai i71ei, pe3yibTaT 1 TEKCTH
IHIIMX aBTOPIB MAIOTh MOCUJIAHHS Ha BIJIMOBIAHE JXKEPEIo.

IToBHOTA BUK/Ialy OCHOBHMX HAYKOBHMX pe3yJbTATIiB y ONy0JIiKOBAaHUX
HAYKOBHUX mpansax. Pe3ynpraté aAuMcepTalifHOrO  JOCIIIKEHHS IIMPOKO
MPEACTABICHI y MyOJIKalisgX Ta Te3ax JONOBIJAEH, 3arajoM oIyOJiKoBaHO 32
HAyKOBI Ipaili, y TOMy YHCIIi § CTaTTel y HAYKOBUX (paXxOBUX BUAAHHAX (5- 3 HUX
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BIHOCATHCSA 10 PaxO0BUX BUJAHB 31 clieriaabHOCT1 bionoris, 2- MenuiuHa). 3 HUX:
2 cTaTTl y BUAAHHSAX, 110 BXOAITh 10 WoS Ta Scopus (3 Hux 1 cTaTTs BIZHOCUTHCA
70 2-rO KBapTWiIO); Ta 23 TE3UW YyCHUX Ta CTEHJOBHUX JIOMOBiJIed B 301pHUKaX
MatepiajaiB KoH(pepeHIiii.

AHaJI3 CTPYKTYPH JMcepTalil Ta pe3yJbTaTiB HAYKOBHX J0CJII/IKEHb:
Crpykrypa aucepTaniiHoi poooTu modyioBaHa 3a KJIACHYHOIO CXEMOI0, Ta MICTUTh
CTyH, OIJsJ JiTepaTypu, waTepiaid 1 MeTOAu JOCHIIKEeHb, pPe3yiabTaTh
EKCIEPUMEHTAIbHUX  JIOCHI/PKEHb, aHalli3 Ta y3arajJlbHEHHS OTPUMaHHX
pe3yibTaTiB, BUCHOBKM Ta CIHUCOK BUKOPUCTAHUX JIKepen. 3araiabHuUi oOcCsT
nucepTaiii — 222 cropinku. Pobora mictuth 42 pucyHku, 15 Tabnuib, 8 101aTKIB.
Cnucok BUKOPHUCTAHOI1 JiTepaTypu Haniuye 271 mxepeno.

AHai3 Matepialy TpoBEAEHUX JOCIIKEHb B I[IJIOMY JI03BOJISIE 3pOOUTH BUCHOBOK
PO JIOCTaTHBO TIOBHE TEOPETUYHE Ta EKCIEPUMEHTAIbHE OOIPYHTYBaHHS
MOJIOKE€Hb, BUCYHYTHUX B po00Ti. Pazom 3 TuM 110 nucepraiiitHoi poOOTH BUHUKIIU
JIesIK1 3ayBa)KEHHS 1 3alTUTaHHS.

B tekcTi nucepraiiii 3ycTpiuaroThCs A€sK1 HEB/Ialll BUCIOBH, TaK

l. Crop. 31 Ta 111 — roBopiThcs MpO JOCHIMIKEHHS B JlaHiii poOOTI Tpo
«TOMYJIALIT XBOPUX HA pak HUpPKU Ykpainuw». Kparmie Oyino 6 roBoputu mpo
«TpYIly XBOPUX 3 YKPATHCHKOI MOMYJIALID», K 11€ HanucaHo Ha ctopinul 30.

2. Crop. 34 — B na3si Ta6nuii 2.4 «mikpoPHK» Hanrcano 3 HOMUIKOI0, OKPEMO
«mikpo PHK»

3. Crop. 92, — B mianucy pucyHky 3.5 B Ha3Bi MikpoPHK hsa-miR-200a-3p
BIJICYTHS NpucTaBKa «hsay. Xoua 11e He € CyTTEBOIO IOMUIIKOIO, aJIKE paHIIIe
npu onuci Bubopy MikpoPHK BkazyBanocs, mo ne mikpoPHK mroanam
(Homo sapiens microRNA), mpote B TEKCTi Jeriie cipuiMaru yHi(ikoBaHe
HanucaHHd Ha3B. [lomiOHI omMCKM 3ycTpiyaroThbed 1 B Ha3Bax IHIIHMX
MikpoPHK Ha ctop.96 (miR-30a-5p) Ta ctop.97 (miR-30a-5p, miR-138-1 Ta
miR-200a-3p).

4. B nesxux MICISX MHOpSAA 3 NPaBUIBHUM HAMUCAHHSIM «yMOBHO-3/I0POBOi
TKAaHUHW»  3yCTPIUYAE€ThCS  HEBAAJE€ HAMUCAHHS  «yMOBHO-HOpPMAaJIbH1
tkanuHm» (Ctop 32, 69, 87, 88, 92, 93, 96, 97, 99, 101, 105, 106, 108, 112,
113,124,128, 129, 131-133, 137, 139, 157).

5. Crop.140 — «Puc. 3.40. TlopiBHsiHHS BiAcoTKa MeTUIL0BaHUX CpG-0CTpiBIIIB
npomoTopiB reHiB Ha reHoMHi JIHK myxnun 1 nk/IHK mna3smu kpoBi xBopux
y 3pa3Kax...» - He BKa3aHO XBopux Ha skui tun paky, ckHKK um HKK.
OueBuaHO, sk BKazaHo Buile y onucu, ckHKK, ane kpaie qist cnpuidiHATTA
BKa3yBaTH L€ y MIANHUCY A0 PUCYHKY.



6. Tak camo Ha Crop. 122 — «Puc. 3.24. Pesynpratn ROC-anani3y iHaekcy
nuricHocTi nmo3akaituHHOI JIHK, BuaimeHoi 3 mia3Mu KpoBi maiiedTiB 3 (n
=50)» - OponyIIEHO YTOYHEHHS 3 IJIa3Ml KPOBI MaIlI€EHTIB SIKOTO came TUITY
paKy, Xoua 3 TEKCTy M 3 TMOMNEpPEIHIX PUCYHKIB MOXHA 3pPO3YMITH IO
«marieHTiB 3 ckHKK»

7. Y Tabnunsax Honarkis (Tabmuus ['.1, Tabnuus E.1, Tabmuus XK. 1) BigcyTHi
«ITpumiTku» mig TabauIero 3 po3mMupPOBKAMU IO 03HAYAIOTH JaHi «0» abo
«1» a6o «NA», mycTi KJIIITUHKY - [IBHU/IIIE 32 BCE «HASBHICTh 200 BIJICYTHICTh
a00 HEeBU3HAYEHICTh MapaMeTpy, HapaMeTp HE BUSHAUABCS, SIK 11€ PUUHSTO
no3HayaTu y mnyOnikamisx, aje ne OaxxkaHo Oyyo aoAaTH Uisl Kparioro
PO3YMIHHS IPEACTABICHUX JaHUX.

[TuTanHs 10 aBTOpa AUCEPTAIIHHOT pOOOTH:

1) B nmanoMmy [ocChipKeHHI BH  3alpONOHYBald HU3KY OloMapkepiB s
HEWMHBA31BHOI JIMAarHOCTIKI CBITVIOKJIUTIHHOIO paky HHUpKH. CKaxuTtb, OyIb
JacKa, 4d i Mapkepi € crneniGpiyHuMHU TUIbKU JIsl paKy HUPKH?

2) B paniéi po0OTI mpencTaBieHO pe3yiabTaTd Mo Bu3HaueHHIO MikpoPHK B
nyxJinHax. Yu mnanyere Bu npoaoBxuTu poOOTY MO BU3HAUECHHIO €KCIIpecii
3aMpONOHOBAHUX BaMM JIJIsl IUATHOCTUKHU CBUTIOKIUTUHHOI KAPIIMHOMH HUPKHU
MikpoPHK 1 B mia3mi kpoBi? Amke, CyJsiuu 3 OTpUMAaHUX PE3yJIbTaTiB, BOHU €
XOPOUIUMHU KaHJIUJATaMHU JIJIsi TOTIOBHEHHSI HEMHBA3UBHOI TECT-CUCTEMH.

BucHosBok. Hucepraris OHUIIEHKO Karepunn BikropiBHu
«InenTudikaiiss TEHETHYHUX Ta EIMIFreHETHYHUX 3MIH TIPU  CBITJIOKIITHHHIN
KaplIMHOM1 HUPKHU JIOJAWHU JJIS PO3POOKU MIJIXOMAIB HEIHBA3MBHOI J1arHOCTUKH
3aXBOpIOBaHHM» odopMIIeHa 3riHOo BUMOT 3a HakazoM MOH Vkpainu Ne 40 Big 12
ciuass 2017 poky «IIpo 3aTBepikeHHS BUMOT 110 O(OPMIIEHHS JUCEpTallii.
Hucepramiitna po6ora Onumenko K.B., momana Ha 3700yTTS CTyneHs JOKTOpa
¢diunocodii, 3a CBOIMU aKTyalIbHICTIO, HAYKOBUM PIBHEM, TEOPETUUHOIO MPAKTUYHOIO
I[IHHICTIO, BUKOPUCTAHHAM CYYaCHHUX METOMIB JOCII/I)KE€Hb, 3MICTOM Ta 00’ €MOM
onmyOJIKOBAaHUX  PE3yJbTaTiB MOBHICTIO BiamoBigae BumoraMm  «llopsiaky
NPUCYXKEHHSI CTymHeHs JokTopa ¢inocodii Ta ckacyBaHHS PIlIEHHS pPa30BOi
CHelladi30BaHOi BUEHOI paaM 3akKjaJy BHINOI OCBITH, HAyKOBOi YCTaHOBH IIPO
NPUCYKEHHSI CTyneHs jJoktopa ¢uiocodii» 3aTBepaxeHoro IloctanoBoro
Kab6inety MinictpiB Ykpainu No 44 Big 12 ciuna 2022 poky, Ta HampsiMKy
HayKOBOTO JOCIIJI)KEHHSI OCBITHbO-HayKoBoi nporpamu IMBI' HAH VYkpainu 31
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