Biaryk

o(iuifinoro onowenrta, 3asiayBaukmu Kadeapu enaokpuHogorii JIbBiBcbKOro
HAUIOHANBHOTO MEIHYHOro yHiBepcuTery imeni Januna lNannubkoro, nokropa
MEANYHHX HAYK, npodecopa YpbanoBuy Aainu MeunciaaBiBHu Ha AUcepTAUiIHHY
poboty Baue6u Tamapn Cepriisuu «Eninemionorist onkoorianmx 3aXBOPIOBAHb
B NauieHTis 3 UYKPOBHM Aia0eTomM Ta BIJIMB LYKPO3HHMKYIOUHX npenaparibB Ha
MAPKEPH OHKOreHesy», MOAAHY A0 3aXHCTy y cheniaji3oBaHy BYeHy paay
J26.558.01 1Y «IHCTUTYT eHaoKpuHOJOrii Ta oOminy peyoBun im. B.IL
Komicapenka HAMH Ykpainn» Ha 3106yTTs cTynens AOKTOPA MeAMYHHMX HAYK
3a cneuiajbuicTio 14.01.14 — enaokpunooris.

Axkmyanvnicms memu oucepmauiiinoi poéomu 00rpyHTOBaHa HEOOXiAHICTIO
YAOCKOHAJICHHSI BYACHOT MIarHOCTUKH Ta HAZAHHS MEIAUUHOT HOMOMOIH NAllie€HTaM 3
Lykposum aiadetom (LLL) Ta OHKOTOrMHIMK 3aXBOPIOBAHHSAMH,.

Icropist pocaijpkenHs mexanismis acomiauii L] ta 3moskicHux 3aXBOPIOBaHb
carae novarky XIX CToNiTTs, KoM HiMelbkuit BueHui, Gioximik Ta disionor OTTo
BapGypr BUMSIBMB  akTHBALLIO aHaepoOHOro  rikomizy  juis  migTpuManmus |
KUTTEMISILHOCTI 3710KICHUX My XxyuH. [Ti3Hile Buennii 10BiB POJIb MITOXOH/IpiaIbHOT
JMCOYHKUIT B reHesi He0CTaTHROT aKTHBALIT aHACPOOHOTO riikouizy. 3 wacom 0yiio
3'ACOBAHO, L0 TPaHCHOPMOBAHI KIITHHU BUKOPHCTOBYHOTH CHEPrilo, reHepoBaHy
WIAXOM aepoOHOro IIiKoJi3y TaKokK, MPOTE TOJOBHUM MEXaHi3MOM OHKOI'CHE3y
BU3HAHO I'€HHI MyTallil.

Bigomo, mo rewni mytamii MoxyTs OyTH TeHeTHYHO-O0YMOBICHUMH Ta
HAOYTHMH Yepe3 BIUIMB AMCPEryJISATOPHUX YHHHUKIB, TAKMMM YMHHHKAMEA 34 LI
BM3HAHO XPOHIYHI METabOIIIUHI MOpyLIEeHHS, AKi 3y MOBITIOIOTH AKTHBAILIO OH KOTreHe3y
Bil MOJICKY/ISIPHOrO PiBHS 10 GyHKUIOHATBHOrO. AKTHBHO JAOCIIJIKYETBCS  POJIb
ILYKPO3HHIKYIOHHX Mperapatis B onkorenesi 3a LIJ1, BpaxoBytoun ix BIuiMB Ha jiiader-
3aJ1€)KH] YHHHUKH paKy.

bepyun no ysaru nommpenicts LUJI, cxunpHicTh XBOpHX 3 JiadeToM 110 paky,
3aKOHOMIPHO O4iKYBATH 3POCTAHHS OHKOJNOTIYHOT 3aXBOPIOBAHOCTI T2 CMEPTHOCTI 3a
paxyHok wactku rnauientis 3 LUl Tomy muceprauiiina po6ora Baue6u T.C., axa
CHpAMOBAHA HA BUBYCHHS TONOBHUX YMHHUKIB PU3MKY Ta MEXaHi3MiB PO3BMTKY
3I0SKICHUX 3aXBOPIOBaHbL y XBOPUX Ha LUI 3 METOW BU3HAYCHS KpUTEpIiB

(opMyBaHHS OHKOJIOTIUHOI MATONONT Y XBOPHX 3 L1 € akTyanbHOIO Ta Mae BakKJIMBE



3HAYEHHS JUIst IIPOPIIAKTUKM OHKOJOTTYHUX 3aXBOPIOBaHb B naitienTis 3 L1, Tak i s
PaHHBOT IarHOCTUKH 3JI0SKICHUX MY XJIHH.

36’230k pobomu 3 HAYKOGUMU  HPOZPAMAMU, NIAHAMU, MEMAMIL.
Huceprauiiina poGora BUKOHAHA B Mekax 2-X KOMIUIEKCHMX HAYKOBO-J0CIiAHMX
pooIT [Bano-PpanHKiBCLKOroO HaLIOHAJILHOTO MEJIHYHOTO YHIBEpCHTETY:
«[MaroreneTnyuHi MeXaHi3MM PO3BHUTKY 3MiH B OpraHax AHXajibHOI, €HJO0KPHHHOI,
HECPBOBOI CUCTEM [1PH 3MOJENILOBAHUX NATONOMNYHUX CTAHAX Ta IX KOpeKLis» (HoMep
aepxpeecrpauii - 01170001758, 2017-2022) rta «HaykoBe 0oOrpyHTyBanHs Ta
YIOCKOHQJICHHS JIArHOCTHKK 1 JIIKYBaHHS €HJIOKPUHONATIH Ha OCHOBI BUBYEHHS
MPIOPHTETHUX  eTionaroreHeTHYHUX (GakTopiB Ta KOMOPOIAHMX craniBy (Homep
aepxkpeecctpauii 0120U105103, 2019-2024).

Tema Oucepmauianoi podomu cnienadae 3 HanpaMKamu pezionaabuux
npocpam: KOMMACKCHOT nporpamu «3,10poB's HaceseHus Ilpukapnarrs 2013-2020y,
3aTBEP/KEHOT pitieHHAM o0aacHoT pajam Big 23.11.2012 Ne 717-19/2012 ta nporpamu
«[okpatiieHHs HArHOCTUKH, JIiKYBaHHS Ta 1POMITAKTHKM 3105KICHUX HOBOYTBOPIB Ha
2017-2020 poxuy, pitueHHs objacHoi paau Bija 23.09.2016 Ne 277-9/2016.

Haykoea nosusna ompumanux pesyabmamie.

B jwmceprauiifinomy jlocaizizkenti npejacrasieHuii cnocié npodinaktuku Ta
MOKPALLCHHS CPEKTUBHOCTI JIIarHOCTUKK 3I10SIKICHMX HOBOYTBOPEHbL B XBOpHX Ha 1)1
2 Tuny, SAKMH TPYHTYETbCS HA HAYKOBIH KOHIEMNLIT Npo posib JiabeT-acouiiioBanux
METabOIIYHUX MOPYIIEHb B SIKOCTI YMHHUKIB OHKOIEHE3Y Yepe3 MeXaHi3m akThBallil
curnanbHoro usxy PI3K/Akt/mTOR.

OTpuMani pe3y/ibTaTh JONOBHIOIOTH HAYKOBI IaHi 11po BIIMB rinepiHcyiiHemir,
rinepriiikemii, OXUPiHHS B SKOCTI aKTMBATOPIB BHYTPILIHLOKIITHHHUX CHCTEM
perysuii anonTosy ra npoideparttii.

[linreep okeni HaykoBi jaaHi npo cxuibHiCTh namientis 3 LU 2 Tuny J0
OHKOJIOTIYHHX 3aXBOPIOBaHb 3AJ03MCTHX OPraHiB Ta KOJOPEKTANLHOIO PAKY 3aBJIsiKH
KOMITJICKCHOMY BILUIMBY METa0OJIUHUX Ta FOPMOHAJILHUX TIOPYLICHD.

Jloseaenuii B xopux Ha LIJ1 2 Tuny 3B's130K MiXk iHJIEKCOM MacH Tifna, piBHem
iHcyainy ta IGF-1, npsma kopensiisi piusi incyniny 3 tpusanictio L1, a Takosx

LWIKPOKE  3aCTOCYBAHHS  XBOPUMM 3 OXKMPiHHAM i 3 TpuBaaum LU 2 Tuny



LLYKPO3HHXKYBAJIbHUX MPEnapartiB, aKi 3a MEXaH13MOM J1iT 301/1b1IYIOTH PiBEHb IHCYJTIHY
B KPOBI, JIOBOJAMTH MOKJIMBHI BIUIMB STPOrEHHOT rinepiHcyliHemil Ha JjiinoreHes rta
akTUBalliio curuaibioro nusixy PI3K/Akt/mTOR.

JIOMOBHEHO HAYKOBI JIaHi MPO acoLliallilo pU3UKY OHKOJOTTHHUX 3aXBOPHOBAHbL
i3 OXUPIHHSAM Ta iHCyJiHOTepaniero B xBopux Ha L1 2 tuny.

3 no3uuii NpodiJIAKTHKK OHKOJONHHUX 3aXBOPIOBaHb HAYKOBO-O0IPYHTOBAHO
BKJIMBICTL  J1a0OPATOPHOr0  MIATBEP/KECHHS — MEXaHI3MIB, $Ki  3YMOBIIIOIOTH
IHCYJIIHOPE3UCTEHTHICTh Ta rinepiHcyiiHeMito y nauientis 13 LUJL 2 tuny 3 meroro
rnorepe/uKeHHs peasizaitii MiToreHHHX eeKTiB iHCYiHY 3a HOro HaUTMLIKY.

Briepiie ¢TBOPEHO Ta 3anpornoHOBaHO MATEMATHYHI MOJCIH Ul pPO3paxyHKy
IHIMBIJIyaJIbHOTO NTPOrHO30BaHoro pusuky 3H M3, Tijla Marku, KOJOPEKTAILHOIO
paky (KPP) ta paky I'1l1I3 y xBopux Ha LI/ 2 Tuny.

3100yBayemM BU3HAYCHO OCHOBHI KIIIHIKO-1arHOCTHUYHI KpUTEPIT opmyBatHsi
OHKOJIOTIYHHMX 3aXBOPIOBAHb HAWOUIbLII TOWMPEHUX JIOKAII3alllii, BHUSIBJICHHUX B
CMIJIEMIOJIONTYHOMY  JIOCIJDKEHHI:  MOJIOYHOT 3an03M, Tula wmarkd, T3 Ta
KOJIOPEKTaIbHOrO paky. Jluceprant BUOKPEMIIIOE MALICHTIB 13 OHKOJOTTYHHUMH
xgopodamu 1113, Bkasywoun Ha nepepary [HCYJIHOBOI HEIOCTATHOCTI  HAajl
IHCYJHIHOPE3UCTEHTHICTIO B 00CTEIKEHNUX 0Ci0, 110 JIOBOAUTL iICHYBaHHS 1BOX THIB LIJ]
y NAaLieHTIB 3 naHkpearnunum pakom: L1 2 tuny ta pak-inaykosanoro T3¢cDM,

Jluceprant  JIOBOJIWTL, 11O TINEPAKTUBALLS  CHIHAILHOIO  LUISIXY
PI3K/Akt/mTOR ¢  mexanisMom  uepe3  skui  BLIOyBaeTbes  akTuBaLlis
nposidbeparusuux npouecis 3a LUl 2 Tuny, a YMHHUKAMH, SKi CTUMYJIOIOThH
3a3HAYCHUI MEXaHI3M € BIUIMB rinepriikemii, rinepincyaiHemii, iHCYaiHOMOAIOHOIO
daxropa pocty-1 (1GF-1) Ta oxupinns. 3100yBay JOBOJANTHL Ta HAYKOBO-00IpyHTOBY€
BAXUIMBICTL  KOpEKLiT  3arajibHOro  mMertadonivHoro  npodinio  0AHOHacHo 3
HOpMaJIi3allic€l0 BY MJIEBOJIHOTO 0OMiHY.

Biscyrnicre mTORC2 - 3anexnoi  akrtupauii  nporeinkinasn Akt 110
CEpUHOBOMY  3aiuiiky (Serd73) npu  BHMSBICHOMY  BOJHOYAC  aKTUBHOMY
dochopuntosanni PRAS40 ta p70S6k 10BOIMTL HAYKOBY THOTE3Y MPO PELMITPOKHE

dbochopumoanns Akt 1o tpeoninopomy sanuiuky (Thr308), wo npu neoOXijHocTi



SHHKCHHSI aKTHBHOCTI npoTeiHKiHaskn Akt 10BOIMTH BakIMBICTh BIJIMBY Ha 0OH/Ba
LUISIXM 1T aKTUBALLiT.

HaykoBy HOBM3HY poBOTH 3acBijuye BUSIBIICHA B JIOC/I/KEHHI BiJCYTHICTD
aktuBauil curnaabHoro uwsixy PISK/AkUmTOR 3a noennanus 1] 2 TUITY Ta
OHKOJIOTIYHMX 3aXBOPIOBAHb, @ TAKOXK JOBEACHA B POOOTI 3/aTHICTH MeThOPMiHY
BIMBaTH Ha pochopuinoanns PRAS40 ta na aktusHicTs nporeinkinasu p70S6k.

CrBopeHo  HOBWiT  cnoci®  ouiHkk  aktuBalii - npoiecis OHKOI'eHE3Y,
onocepeakosanux  uepes  PISK/Akt/mTOR  curHanbHy — cucremy  uisixom
MATEMATHYHOIO PO3PaxyHKY HYMCIIOBOIO MOKA3HMKA, METOJOM JMCKPUMIHAHTHOTO
aHali3y 3 BAKOPUCTAHHAM JIBOX Kiacu(ikattiiiux GpopMyl 3 po3paxyHKOM YMCI0BOIO
MOKA3HMKA, 32 OUILILIAM 3HAYCHHAM KOO XBOPOIrO MOKIIMBO BIJIHECTH JIO KaTeropii 3
akTuBalliero/6e3 akTuBallil iHCYTIHOBOIO CHIHANIHTY.

Ipakmuune snauenus ompumManux pesyibmamie.

Otpumani  pesyibTaTv  JIMCEPTALIfHONO  JOCADKEHHS  MaloTh  BEIHKY
NPaKTUYHY LIHHICTE. Busnauenuil miaBuileHnii pusnk OHKOJOMYHUX 3aXBOPIOBAHD,
acotifoBannii 3 LIJ1 2 Trry, a Takosxk 3 0KMPIHHSIM Ta IHCY TIHOTEPaTi€lo 00rPyHTOBY €
NEPCOHIPIKOBAHMH MMIJIXI/1 10 KOKHOIO NALICHTa 3 METOIO JOCIIKEHHS NOKAZHUKIR
MeTaboslivHOro npodisio, ki BIIMBAIOTH HA OHKOIEHE3 3 METOI0 iX KOPEKILT Jutsi
MONEPE/KCHHS 3/10KICHUX 3aXBOPIOBAHb.

LiHHAMKU Ul NPaKTHYHOTO  3aCTOCYBaHHS € po3po0eHi JHCepTaHTOM
MaTeMaTHyuHi GOPMYJIM IS PO3PAXYHKY [POTHO30BAHOTO PU3MKY OHKOJIONIYHHUX
3aXBOPIOBAHL HAWOIIBII MOLIMPEHUX JIOKaJi3alii: MOJOUYHOT 3a103HM, Tijla MaTKH.
1113 Tta KoJIOpeKTaNbHOIro paKy.

OTpumani jani 1010 BHJAKMBY MeTabOJMIuHMX TOPYIHIEHb HA BHKMBAHICTH
MALCHTIB JIOBOASATb BAKIUBICTH J0CATHEHHs kKomnencauii [[J] 2 TUNY Ta IJIbOBUX
pisiie  HbA1 3 Bpaxysannsm ocobnuBocTell 1yKpo3HMxKyBaibHOT Tepanii Ta
JoKanizauii paxy.

Otpumani pesysibTaTh JIOBOSITh, 1O B SKOCTI YMHHUMKIB oHKOreHesy 3a 1)1 2
TUIY € TOpyUIeHHs, sKI npd 00i3HAHOCTI Ta MOTHBALUT MALIEHTIB MOK/IHBO

KOpUIryBaTh, 3anobiraroun B MaiOyTHLOMY 3aXBOPIOBAHHSIM 3 HaGarato ripiimm



MPOrHO30M. ToMy siMcepTaHT OOrPYHTOBY€ JIOLIBHICT BHECEHHS TEMU PU3MKY paky
3a piabery 10 nekuiit B «lllkonax Jliabety» B Meamunux 3aknanax Ykpaiuu.

OkpeMy npakTvuHy UiHHICTL Mae Jj0BeAeHA B JOCHLUKEHHI BakIUBICTH
audepertianbHoi aiarnoctrku L1 2 tuny ta BTOPUHHOIO NaHkpeatoresHoro T3¢DM
B 0Ci0 i3 HeTpuBanum niaGetom, Ge3 OKMPIHHA 33 PAHHBOT noTpedu npusHayeHHs
CEKPETApIB Ta Npenaparis iHCyJliHy.

3100y BaueM po3podaeHi «HaAMBI Ly abHI NiAXO/IH 10 00CTEREHHS Ta JUKYBaHHsI
XBOpUX Ha LUJ1 2 Ty 3 MeTOIO paHHbLOT AIarHOCTHKM | TPodinakTHKK OHKONOMIHIX
3aXBOPIOBAHbL», a TakoXK «IHAMBIAYaNbHI NiAX0AM 10 0OCTEKEHHS Ta JIiKyBaHHs
xpopux Ha LUL 2 Tuny 3 BpaxyBaHHSIM OKHpiHHS Ta IHCYJIIHOPE3UCTEHTHOCTI»,
3aCTOCYBaHHA AKUX B KIHHIYHIN NPaKTUIL COPUSTUME MONEPEKeHHS 3108KICHHX
MyXJIMH Ta X panHii aiarnoctuui 3a LY1 2 tuny.

Obrpynmosanicmn i gipocionicme  HaAyKoGUX HOM0ICCHD, GUCHOGKIE i
PeKomenoauii.

3auist BAKOHAHHS JIMCEPTALifHUX 3aBaHb Ta JOCATHEHHS MOCTARICHO] MeTH
JMcepTanTaliiiHe JI0CAI/UKEHHS BUKOHAHO y BIANOBIAHOCTI 110 MaHy A0CHiIKeHH s,
SIKWH BKJIIOUAB M1EPLL 3 BCE €MiICMIONOrTUHMI aHali3 OHKOJIOT UHUX 3aXBOPIOBAHL Y
xBopux Ha L1, a Takox naboparopre 10C/iUKEHHS MO3AKIIITHHHHX AKTH BATOPIB Ta
OiOXIMIYHHX MapKepiB akTMBHOCTI curHanbHoro msixy PI3K/Akt/mTOR.

B yacTuHi  enijieMionoriyHoro JI0CHiKEHHS  IMCEPTAHTOM  OMpPALbOBAHO
BeJIMKY 0asy Jokepes iHdopMaLii, KOpUCTYIOUMCh APXiBHUMH JIaHUMH, OIOJCTCHSIMH
HauionansHoro kanuep-peectpy Vipainu (HKPY) ta ranumu PErioHabHOTO KaHiep-
peectpy sk cknanoBoi HKPY, a takoxk 3BiTHUMH JOKYMEHTAMH 1PO OHKOJOTiUHY
3aXBOPIOBaHICTL  Ta 3axBoptoBanicts Ha LI B IBano-®pankienkiii  obnacti,
BHKOPHUCTAHI 1aHi [ 0JJOBHOTO YIIPaBIIiHHS CTATUCTHKY B IBano-MpankiBebkiit 06aacTi.

B enigemionoriunomy pocniukenni Busisieno 551 Bunajok paKy y XBOpUX Ha
LUL, mpoBeaeno ananis indopmallii kokHoro 3 Bunajkis, chopmMoBano 0a3y JIaHKuX Ta
MPOBEJACHO CTATUCTUYHUI aHANI3 3riJHO 3 MOCTABJICHUMHU 3aBAAHHSAMH. B yacTuHi
1abopaTOPHOro jocitkeHns obcTeskeno 124 oci6 . 3aranom onpaiboBaHo AaHi npo
675 obcrexenux. OOpoOKY OTPUMAHWUX PE3yJbTaTiB MPOBEACHO 3a JONOMOIOI

komm’totepHoi nporpamu STATISTIKA-12 (StatSoft Inc.) i nakera cTaTHCTHUYHIX



dyukuiii nporpamn «Microsoft Excel». [lisi onpauioBaHHs JAaHux Ta i OLIHKH
JIOCTOBIPHOCTI  OTPUMAHMX — Pe3yJibTaTiB 3700yBadeM  BUKOPHCTAHO  KOMIUICKC
CTATHCTHUHMX METOJB JIOCHIKEHHS: NapaMeTpuiHuX (3a NpaBuIbHOTO pO3Moiny
JAHUX ) Ta HEernapaMeTpUHHHKX (3a HENPaBHJIbLHOTO posnoziny aanux). Jlis BASHaA4€HHs
PU3UKY MPOrHO30BAHHUX Mol O0UMCTIOBAIN BiIHOIICHHS LHAHCIB (Odds ratio, OR),
95% noBipunii iHTEpBAJ, MNO3UTHBHY Ta HErATUBHY TIPOTHOCTHHHY HiHHicTb. [l
BM3HAUYEHHS BIPOTiAHOCTI BILIMBY OKPEMMX UHHHHKIB HA KOE(ILLiEHT MPOrHO30BAHOTO
PU3HKY paky [pOBOKIIN ROC-anani3. JIocTOBIpHICTb BIIMIHHOCTEH MiXK rpynamu
pu3Hadyann 3a t-gxpurepiem CTbIOACHTA, MOMNPABKOIO bondeponi. [locToBipHiCTh
pi3HUL YaCcTOT BU3HAYAIM 32 MCTOJIOM x°. Kopensiiinui aHani3 npoBOAWIIM 3
koeditientom [lipcona (ry). KoediuieHT MpOrHo30BaHOro pU3HKY OHKOJIOMTYHHX
3aXBOPIOBAHL ~ BM3HAYAIM  BUKOPUCTOBYIOUH piBHsIHHS  JoricTHUHOT — perpecit,
AKTHUBALIIO [1POLECIB OHKOIEHE3y — 3a JI0NOMOroto JAMcKpuMinanTHoro anamisy. Jlis
aHaslizy BWKWBaHHS MalliCHTIB BUKOPUCTOBYBAIM MCTOL OLIHKH KYMYJISTHUBHOTO
BHIKMBAHHS XBopKX, kpuBi Kanana-Maiiepa Ta Cox-Mantel Test.

TakuM 4MHOM, ONPALLOBAHA PENpe3eHTaTHBHA BUGIpKA NALIEHTIB, I0TPUMAHO
eTHUHKMX HOPM Ta BUMOI JI0 HAYKOBOIO JIOCHIIKEHHS, TEXHIYHUX YMOB MPOBEACHUX
anali3iB, BUKOpUCTaHi BIAMOBIAHI JI0 3aBJaHb METOIHM JIOCITIJUKEHHST Ta METOJIH
CTATUCTUUHOT 0OpOOKH Ta aHaNi3y JaHUX JLOBOTH JIOCTOBIPHICTD | OOTrPYHTOBAHICTD
OTPUMAHMX JIaHWX, 11O BHUCBITICHI B HAYKOBMX TOJOKCHHAIX, BUCHOBKAX Ta
pekoMeHiaiisx. Metojonoriunuii piseHb jucepraiii Bauebu T.C. ianosinac
CyUuacHOMY PO3BMTKY MEJAMUYHOT HayKH i jocTaTHIN Juist BUPILICHHS MOCTABICHUX
3a1a4 Ta JIOCSATHEHHS METH.

Anpobauia pesyibmamie podomu, nognoma GUKIAOY Mamepiaié oucepmauii
6 HAYKOGUX nyoaikayiax ma 6 asmopedpepami. Pe3ynbTaTi JMcepTaLinHoro
JOCHKEHHS BUCBITIICHT Y JIONOBUISIX HA HAYKOBO-TPAKTUYHHUX koHpepeniiax, a
takok Ha 1X 3'13/11 eHa0KpHHOJIOriB Y Kpainu, Ha 79-i HayKOBIi cecii AMEPMKAHChKOT
niaGeTvunol  acowiauii  (cTengoBa  JONOBIAL). 3a  pe3ynbTaTamMu audcepraitii
onyGuikoBaHo 36 HayKOBUX Mpalib: 28 cTaTeii Ta 8 Te3 JloMNoBiiel y MaTepianax 3’3118
Ta HAyKOBO-NPaKTUUHUX KOHdepeHuiid. Y (axosux — BHAAHHAX, PEKOMEH10BaHUX

JIAK Vkpainu onyGaikosano 21 crarTio, 5 crareil onyOJIKOBAaHO Yy BHIAHHAX



BKJIIOYEHUX JI0 MDKHAPOJAHUX HayKoMeTpuuHuX 6a3 Scopus un Web of Science, 3 Hux
4 — B xypHanax kareropii Q4 1 1 crarra B )xypHaii kareropii Q3.

3micT aBTOpedepary MOBHICTIO BimoOpaxkae 3micT auceprainii. [lyOmikarii
JMCepTaHTa BiIOOpaxkaloTh CyTh POOOTH 1 BUCBITIIOIOTH PE3yJbTATH JOCIIIKEHHS
3riIHO TOCTAaBIEHUX 3aBAaHb. B aucepTtaiiiiHii poOOTI BIACYTHI MOPYIUEHHS
aKkaJgeMIgyHO1 T0OpOYECHOCTI.

8. Ouinka cmpykmypu, 3micmy ma ¢opmu Oucepmauiiinoi podomu.
Hucepraniiina po6ora Bameou T.C. noOymoBaHa 3a TpagulliiHUM TUTAHOM,
CKJIQJa€ThCsl 3 aHOTAIlll Ha JBOX MOBax, CHHUCKY MyOuikauiid 3100yBada 3a TEMOIO
JUCepTallii, 3MICTY, MEPENTIKy YMOBHUX CKOPOYEHb, BCTYNY, 5 pPO3IUIIB, Y SKHX
BUKJIQJICHO OIJISI JIITepaTypd, OMUC MarTepialiB Ta METOAIB JOCIIIKCHHS, TPhOX
PO3AUIIB BIACHUX CIOCTEPEKEHB, aHANII3y Ta y3arajlbHeHHS PEe3yJbTaTiB, BUCHOBKIB,
NPAKTUYHUX PEKOMEHAAIIN, CIUCKY BUKOPUCTAHKMX JDKEPET Ta IOAATKIB.

Huceprariiina po0OoTa HamucaHa YKpaiHCBKOI MOBOIO, 3arajioM Ha 428
CTOpIHKaX APYKOBAHOI'O TEKCTY, OCHOBHHU oOcsar aucepralii ckiagae 300 ctopiHOK
MaIlTMHOIIMUCHOTO TeKCTy. Jlucepraliis MICTUTh TaOJHIl, UTFOCTPOBaHA PHUCYHKAMH.
Crnucok BUKOPUCTAHOI JITEpaTypu CKIamaeTrbes 3 493-x mkepen, 3 Hux: 428 —
KUpUJIUIero, 65 — naTtuHMiero. 3a oOcsrom Ta (opMoro auceprariiiina poborta
BizmoBizae pumoram 1 pekomenaamism JJAK MOH VYkpainu.

Marepianu auceprallii BUKJIQJICHO IMOCTITOBHO Ta 3po3ymino. Pobora mobpe
UTIOCTpOBAaHAa pPHUCYHKaMU 1 TaOJMIIMHU, 010 BigoOpakatoTh CTATUCTUYHI JaHi
y3araJbHEHOTr0 KJIIHIYHOT'O MaTepiary.

Ha3Ba pobGotu Bimmosimae 1i 3micTy. Mera 1 3aBHaHHA JOCIIIKCHHS
chopMyITbOBaH1 YITKO.

B po3oini 1, Buknanenomy Ha 47 CTOpIHKAaX MAIIMHOMUCHOTO TEKCTY TUCEPTaIlii
3100yBay MPOBOAUTH aHAIII3 JITEPATyPHUX JIKEPEI, IKi OOTPYHTOBYIOTh BaKIIUBICTH 1
aKTyaJIbHICTh HAYKOBOTO JOCHIKeHHS. Ha mouaTky po3ninry aBTOp HAaBOAWTH JIaHi
0araTh0X emiIeMIOIOTIYHUX JOCTIIKEeHb, B SIKAX OIIIHIOBAJIM PU3UK OHKOJIOTTYHUX
3axBoproBaHb 3a [I/]. lucepTanT okpecitoe AUCKyTaOesbH1 Ta CIipHI NUTaHHS B TEMI,
1[0 BUBYAETHCSA. B miimyHKTax MaHOTO PO3/Uly omucaHl MexaHi3mu acouiamii [[J]

Ta OHKOJIOTIYHHUX 3aXBOPIOBAaHb, OOTPYHTOBYETHCSI POJIb OKUPIHHS, IUTOKIHOBOTO



aucbanancy, rinepiHcysiiHemii, rineprilikemii B MOTEHUIIOBaAHHI MpoJidepaTHBHUX
npouecis, JleTanbHo onucaHo 3uaveHHs curuanpHoro wmisxy PI3K/Akt/mTOR s
peryasiii MeTabosizmMy Ta aKTHBALT MPOLIECiB OHKOIEHE3Y, a TAKOK B3AEMO3B 30K
LY KPO3HHIKYIOHOT Teparnii Ta OHKOPH3UKY Y XBOpUX Ha jiabet. I'pyHTOBHMH ananis
JIAHUX JIITepaTypHUX JUKEpes 1oKa3aB BUCOKMI piBeHb 00I3HAHOCTI aBTopa 1010
3a3HAYEHMX MUTAHb Ta PO3YMiHHS JIOLIIBHOCTI BIACHOTO JI0CIIUKEHHS.

B po3oini 2 BuknaseHomy Ha 29 cTOpiHKaX MallMHOIMCHOIO TEKCTY, 3100y Bay
[MOCJI IOBHO OIKUCYE eTany Hay KOBOT poOOTH, HABOJIMTh JIaHI PO JUKEPesia OTPUMaHHS
indopmauii, npo 6a3u BUKOHAHHS 000X YacTHH POOOTH, PO KPUTEPIT BKIIOUEHHS Ta
BUKJIIOUECHHS MALICHTIB B jochijpkenns. B nepuwomy niaposaini (r.2.1) auceprant
00rpyHTOBYE BUOIp TCPMiHY €MieMioNOriuHOro jgociiukents srnpoaosx 2012-2016
POKIB 3arjaHoBaHWM aHali30M S-piuHOT BMAKMBAHOCTI XBOPUX 3 OHKOJIONIYHHMH
3aXBOPIOBAHHSMH, jliarHocToBaHMMu Ha i1l LIJL. B po3aiini exemaTn4HO npeactanieHo
[JIaH eNiIeMiONOrTYHOrO JIOCII/UKEHHS, 110 CIPUIE PO3YMIHHIO 3aBAaHb, BUKOHAHHS
SKuX nepedauae gana yactuna podoru. B anomy posiisi aBTop onucye npuHLMIim
TNM knacudikauii paky. B Hacrynnomy niaposaini (r.2.2) aucepraHt Hajae
XapaKTepPUCTHKY [ALIEHTIB 3alydyeHux JI0 erany J1abopaTtopHUX JIOCHIKeHD,
CXEMATHYHO TPEJICTABICHO PO3IOJIA YHACHUKIB JIOCHIUKEeHHs Ha rpynu: | rpyna —
npakTH4HO 310poBi ocodu (1130), rpyna kouTposio (n = 16); 1l rpyna — xsopi na LI/
2 tuny 6e3 3H (n = 28); Il rpyna — nauienTtn i3 3H 6e3 L] (n = 40); IV rpyna — xBopi
Ha L1 2 tuny i3 aiarnocroBanumu 3H (n = 40).

B okpemomy mianyHkti (11.2.3) 3p00yBay  JICTAILHO  ONWCYE  METO/M
JOCHIUKEHHS, CEepell  SIKMX METOAM  erMiJeMIOJIONYHOro  aHaizy  (OnMcoBo-
OLIHIOBAIBHI, AaHAliTHUHI NPUHOMH, NPUHOMH  TIpOrHO3yBaHus pusuky 3H),
3aralbHOKJIHIUHE O00CTEKEHHS XBOPHX, METOAM J1abopatopHOro JOC/HIJUKEHHs, a
TAKOXk MaTeMaTU4Hi Ta cTaTtucTUuHi mMeToan. [lnan obcrexenns ocid KOHTPOJILHOT
FPYTH Ta eKCMEPUMEHTAILHHUX TPy Tl TAKOXK MPEJICTABICHO CXEMATHUHO.

B po30ini 3 sukiajaeHomy Ha 53 CTOpiHKaxX MalllMHOIMCHOTO TEKCTY 37100y Ba
HABOAMUTD pe3yJibTaTH PETPOCHEKTHBHO-AHAIITHYHOTO CriEMiONOriuHoOro
JOCHIZKEHHS 3J10SKICHMX HOBOYTBOpeHbL y xBopux Ha LU 3a 5-piunmii nepioa. B

PO3/iJi OnMcana 4acToTa Ta CreKTp OHKOJIOriuHMX 3axBopiosadb 3a L1 1 triy Ta 2



THNiB. JIHCEPTAHTOM 3a3HAUYECHO, 110 BPAXOBYIOUM HEBEJIMKY KiIbKICTh MAL€HTIB i3
LULl, CTAaTMCTHYHMI aHasli3 OTPUMAHMX JAAHHUX eriAeMioJ0riuHOro J0CHiUKEHHS
nposeaeHo B rpyni XxBopux 3 LUL 2 tumy. BianoBinHo /0 NOCTaBACHUX 3aB/aHb,
3106yBaueM BUBYEH KJIiHiYHI 0COOINBOCTI NMAIIEHTIB 3 PisHUMM JOKANI3ALISMH PaKy
(BIKOBI  XapaKTEPUCTHKM, HASBHICTL OXKHMpiHHS), ocobauBocti nepediry  LUL
(TPUBAICTh, TSKKICTH, KOMIIEHCALLS) Ta TPOBEACHO aHAITI3 1y KPO3HIKYOUOT Tepanii,
SKY 3aCTOCOBYBAIM XBOPi JI0 BUSBJICHHS OHKONOTUHMX 3aXBOpioBaHb. Ha OCHOBI
OTPUMAHUX JAHWX, HAHOUILII HaCTUMM JIOKAJi3alisMU 3I0MKICHHX 3aXBOPIOBAHb
BHSIBMJIMCH MYXJHMHM MOJIOUHOT 3a103u, Tina martku, TTHI3 Ta kosopekTajibHui pak.
3acTOCYBABIIKM OTPUMAHI MOKA3HUKH 11010 BIJIMBY JliadeT-3aeKHuX YMHHUKIB
OHKOreHe3y, 3700yBauemM CTBOPEHI MarteMaTuyHi  MOJEN Uit PO3PaXyHKy
[POTHO30BAHOTO  PU3MKY OHKOJIOTiYHMX 3aXBOPIOBaHb HAiOUIbII  MOUIMPEHHX
nokastizauiii y natientis i3 LUL 2 trry. OKpiM TOro, B 1aHOMy po3/1ili NpejicTaBieHo
pesy/bTaTH aHali3y BHAKMBAHHSA TALICHTIB 13 3JI0AKICHAMH  HOBOYTBOPCHHSIMH
HaMGIbIL OHIMPEHNX JoKanizallii, AiarnoctoBadumu na i LUL 2 tuny. 3seprac Ha
cebe yBary, 110 32 OTPUMAHUMK JIaHUMHU, BIKMBAHHS XBOPHMX 3a1€XKaN0 HE JINIIC Bill
craiii paky, aie i Bij komnencanit LU, ioro TPUBAJIOCTI JIO BUSIBJICHHS OHKOJOITYHHX
3axBopioBatb Ta Bij 13T (3a okpeMux cTajliii neBHUX jloKatizailiii paky).

[TOTPiGHO BiAMITHTH, 110 JUIS IPEACTABICHHS PE3YAbTATIB J1aHOTO (GparMenTy
poGoTH, 3700yBaveM  OMpallbOBAHO  BEJIHMKY  KUILKICTH JUKEpe indopmaitii,
CHCTEMATH30BAHO OTpMMaHi Jlani Ta nposeieHa ix cratucrtuuna obpobka 3a
JIONIOMOTOK0  CYHACHMX Ta PIi3HOMNAHOBUX (BIAMOBIAHMX JI0 3aBiabb) METOMIB
CTATMCTHUHOTO  aHaiizy, 10 B Mail0yTHLOMY J03BOJIUTH MaTH  MOXKIWBICTD
NPaKTUYHOTO 3aCTOCY BAHHS PE3YJILTATIB,

Posuin indopmatushuii imoctposannit 25 Tabnuusgmu, 27 prUCyHKaMM, 110
MOKPALLYIOTh CIPUHAHSTTSI OTPUMAHUX JAHUX Ta [TBEPIKYIOTH 1X JAOCTOBIPHICTb.

B po3oini 4 Buknagenomy Ha 37 CTOPIHKAX MAILIMHOMHCHOTO TEKCTY HCEPTaHT
OIUCYE PesyIbTaTH Ja00PATOPHOTO A0CHIUKEHHS BMICTY M03aKIITHHHAX aKTHBATOPIB
incyninosoro curnaninry: incynminy ta IGF-1 B 0Ci0 KOHTPOJIBHOT TpynH Ta

eKCIIEPUMEHTAILHUX TPYII, & TAKOXK HABE/ICH] PE3yIbTATH KOPEALIHHOro anajisy juis



BU3HAYCHHS BIKOBOT 3aJIeKHOCTI 3a3HAYEHUX MOKA3HUKIB, @ TAKOK BIJIUBY OKHPiHHS
Ta komnexcarti L{J1.

3a OTpUMAaHMMM JaHWMM B XBOpux i3 LT 2 THITY, 13 OHKOJONYHHUMH
3aXBOPIOBAHHAMM Ta B NalieHTiB i3 noeanannsm LUL 2 tuny Ta paKy BHSIBJICHO
nizBuiueHi pisui IGF-1 ta niasuieni pisui iHCYJliHY KpOBi B 0Ci6 3 OskupinHAM, Y
xBopux Ha L1 2 Trity Br3HaueHo sanexHicTs pisns incyniny sin IMT Ta TPUBAJIOCTI
niabeTy, a TaKOXK 3pOCTAHHS YACTOTH 3aCTOCY BaHHS CEKPETAroriB Ta iHcyJiHoTeparnii
B CKJIAZI LlyKPO3HMKYIOUOT Tepanii, napajieibHo jio TpUBaIOCTI aiadbery. Jluceprant
MPHITYCKAE MOXKJIUBY POJIb ATPOTEHHOI MNEPIHCYTIHEMIT B PO3BUTKY OXMPiHHS [npu
L1, a Takok sik NOTEHUIHHOro YUMHHWKA onkorenesy 3a LI 2 Tuny. Haseneni gani ¢
BAOAUIABUMH — JUld  NPAKTUYHOTO  3aCTOCYBAaHHS,  OCKIIbKM  JIOBOJATbL  POJib
LYKpO3HHKYIO4OT Tepanii B akTuBaiii acouiiioanux 3 L[ 2 TUIY YUHHHUKIB
OHKOreHesy. B posaini  wanosueHuit  imoctpauismu i Tadauusmu, KOTpI
HIATBEP/UKYIOTb IOCTOBIPHICTL OTPUMAHKX JAHHX.

B poszoini 5, korpuii Buknaneno na 77 CTOPIHOK MAlHHOMHCHOTO TEKCTY,
3100yBay  HABOAWTb  PE3yNbTATH  JOCHIKCHHS  AKTHBHOCT OAHIET 13
BHYTPILUHBOKIITHHHUX  CHCTEM,  KOTPi  PEryioiTh MpoLEecH  aronTo3y Ta
BHIKMBAHOCTI, a Takok Merabomismy — curuanbHoro uuisixy PI3K/Akt/mTOR,
aKTHBATOPOM siKOTO € iHCyin Ta IGF-1. 3100y Bau HaBOMTH 1aHi, SKi M ATBEPIKYIOTE
rinepaktusauito waaxy PISK/AkUmTOR B nauientisiz 1] 2 TUIY, NOAIOHO K i B
XBOPHX 13 370SIKICHUMM 3aXBOpIOBaHHAMK Oe3 miabery, 1o BKA3y€ Ha MOKJIMBICTD
naTonoriuHoi  nponidepaii, onocepeaKoBaHOT  AKTMBOBAHOI HPOTETHKIHA3010
p70S6k. B naHomy BuNajiKy rinepakTHBallis cUriaabHOro wsixy PI3K/Akt/mTOR B
NEBHIH Mipi XapakTepu3sye 3araibHuil MeTabosiuHmii npodinbL nauieHTiB Ta BKasye Ha
ICHYBaHHS MeTabO/YHMX [OPYIIEHb Ta HEOOXiAHICTh iX KOpeKLil 3 MeToio
NPODINAKTUKA  OHKOJIOTIYHUX 3aXBOPIOBAaHb. B janomy PO3ALIT  JIMCEPTAHTOM
HaBeACHO JIaHi PO 31aTHICTL METPOPMiHY BILIMBATH HA BMICT GOChOPHUILOBAHMX
PRAS40 Ta p70S6k, niaBuuienuii BMicT sikux BiJl0Opakae rimepakTHBaLilo msxy
PI3K/Akt/mTOR. Haseaeni pani  goBoastsh OHKOMPOTEKTOPHI  BIACTUBOCTI
METGOPMiHY Ta MONKIMBOCTI HOTO BMKOPUCTAHHS siK Croco0y nonepeKeHs

3J0SIKICHUX  3aXBOPIOBaHb. B 1boMmy x  posnii aBTop JucepTauiiHoi  poboTH



MIATBEPIUKYE TEOPIKO PELUIPOKHOrO hochopumoBanks nporerHkidasu Akt rno asox
3a/MIKaX. BasiiiBUM (parMeHToM 1aHOro PO3Aiy € J0CHiKeHHs KOpemsiiinux
3B’A3KIB KOMIOHEHTIB cUrHaibHoro wsxy PI3K/Akt/mTOR, KOTpi Z0BOASTH BILIHB
OXKHMpiHHs, incyniny, IGF-1, a rtakox rinepriikemii B aktuaiii iHcyninosoro
CUTHAJIIHTY,

B ubomy po3aisi Takoxk onucaHo po3podieny mMateMaTHYHY MO b 4151 OLHKH
aKTHBALLT MPOLECIB OHKOTEHE3Y, ki MOKYTh PealizyBaTHCs Yepes CHIHANbHUI 1InsX
PI3K/AKUmTOR. Jlanuii cnoci® ouinku mae okpemy UiHHICTH st HACTYITHHX
HaYKOBHMX A0CJIJUKEHb.

3araqom posjist 5 € BHCOKOIHGOPMATMBHUM, HAMMCAHWH MOCHIZOBHO Ta
3pO3yMiNo, MICTHTL JIOCTATHIO  KiIBKICTH  iMIOCTPATHBHOrO Marepiany, skHii
BI10OpaXkae onucaHi pe3ysibTaTy 10CHiKeHHSI.

B po3oini «Ananiz ma ysacanvnennsn pesynvmamis oocniorcennsny. KOTpUH
BUKJIQIEHO HA 63 CTOPIHOK MAlUMHONKUCHOTO TEKCTY JIMCEPTAHT METOAUYHO |
MOCJIJIOBHO aHajli3ye OTpUMaHi pesyJbTaTH BIACHOTO JA0CIIDKEHHS, MOPIBHIOE TX 13
Onm3bkuMK 3a TemaTHkolo. Buknaa nanoro posainy MIATBEP/KY€E BUCOKHI piBEHb
obizHaHocTi 3100yBaya y Temi aucepraiiiinoi poGoTu. Anaiis [peJCTaBICHUX
pe3yIbTaTIB 0CHILKEHHS 3aBEPLICHUH PO3POOICHUMH JAMCEPTAHTOM AiarHOCTHUYHO-
TCPANEBTHYHUMH  CXEMATHYHWMK  ajiroputMamu  «lHauBiayansni  nigxoam 1o
oOCTexKeHHs Ta JiikyBaHHs XBOPUX Ha LIJ] 2 THIy 3 METOI0 PaHHBOI JiArHOCTHKH i
MPOMIIAKTHKH OHKOJOTIUHUX 3aXBOPIOBaHb», a TakokK «lHAMBIAYaNbHI NIAXOAM 10
o0cTexkeHHs Ta JlikyBaHHs XBOpMX Ha LUL 2 thiy 3 BpaxyBaHHAM OKMPiHHS Ta
THCYJTHOPE3UCTEHTHOCTI» IS BUKOPUCTAHHS  KIIHIYHUMM  @HIOKPHHONOTAMH  Ta
MKapAMKH  CYMiKHUX  CTCLaibHOCTEH 3 MeTOl  NpoMiNakTHkh  3M0SKiCHUX
3aXBOPIOBaHb y nauieHTiB i3 L1 2 tuny.

Jluceprauis HamvcaHa CTHIICTHUHO NPABUILHOK MOBOIO, 3 BHKOPHCTAHHSIM
3araibHONPUHHATHOT TepMiHONOTT, BUkiaaeHa Ha 428 cTopiHkaxX JpyKOBAHOrO
TEKCTY, OCHOBHUI 00csir iceprauii cranosuts 300 cTopiHOK, pobOTY imocTpoBaHo

65 Tabauusmu ta 166 prcyHkamu.



Bucnoeku noriyHo BUTIKAOThL 13 MaTepiayiiB ucepralii, € o0IpyHTOBAHUMHM,
KOHKPETHUMH, MIJAKPECAIOIOTh KJIiHIYHE 3HadeHHs poOOTH Ta HAYKOBY HOBH3HY
OTPUMAHMX JIAHKX, MOBHICTIO BI0OpaXaloTh BUKOHAHHS MOCTABICHHX 3aB/1aHb.

Ilpakmuuni pekomenoayii ¢ KOHKPETHUMHU, OOTPYHTOBAHMUMHU | MOXKYTH OyTH
3aCTOCOBAHI B yMOBAX JiKyBalbHO-NPODITAKTHUHHX 3aKJIaiB.

ABtopedepar auceprautii ohopMaAeHHI 3riIHO BUMOT Ta MOBHICTIO Bijnosiaac
OCHOBHHUM TIOJIO)KEHHSAM POOOTH.

[NyGnikauii Bauebu T.C. BigoOpaxaloth cyThb auceprauiiinoi podorw,
MPEACTABIAIOTL PE3YNbTATH JIOCAIIKEHHS 3I'HO 13 MOCTABICHUMU 3aB/AHHSIM.
PoGora anpoOoBana Ha penpeseHTaTUBHUX KoHepeHuisx, 3'13/1ax, KoHrpecax B

YkpaiHi Ta 32 KOPAOHOM.

[TprHUKMNIOBUX 3ayBaXKEHb JI0 3MICTY Ta 0OQOPMIICHHS JIMCepTALIHHOT poOOTH He

Mae.

Y nopsaky HayKoOBOI IMCKYCIT BUHUK/IWM TaKl 3aNHTAHHA:

I. ¥V jauceprauiiiniii  poOOTI MNIATBEPKEHO B3aEMO3B’A30K MK HASBHICTIO
OKUPIHHS TA 3JI0SKICHAMHM NYXJIHHAMH OPraHiB PernpoayKTHBHOI CHCTEMH Y
KIHOK  Ta 4voJloBikiB  xBopux Ha LIJI 2 tuny. Slkuit mexaHizm  1bOro
B3a€MO3B 30Ky ?

2. Sk nosicHuty BrnB TpuBanocTi LIJ1 2 tvny Ha BAHUKHEHHS pi3HUX GOpPM paky

BILIMIOBIAHO J10 OTpUMaHux Bamu pesysbrarin?

BucHOBOK

Huceprauiitna  pobora Bauebuw Tamapu  CepriiBun  «Enigemionoris
OHKOJIOTIYHHMX ~ 3aXBOpIOBAHb B MNAUCHTIB 3 IYKPOBUM JiadeTOM Ta BIUIWB
LLYKPO3ZHMKYHOUMX — [perapariB  Ha  Mapkepu OHKOIEHE3y», €  3aBeplIeHOI0
CaMOCTIMHOIO HAyKOBOI Tpaueio, B K OTpUMano HAYKOBO OOrpyHTOBaHI
pesyJbTaTd, L0  CHPUSJIA  BUPILICHHIO  HAYKOBO-MPAKTUHHOT  MpodjeMy
€HJIOKPUHOJIONT Ta BHYTPILIHLOI MEAMIMHKW — TOKpalleHHs  npogiiakTHKH

310KICHUX HOBOYTBOPEHb Ta X PAHHLOT IArHOCTHKM B XBOPUX HA LLYKPOBHH jliader.



3a CBOCIO AKTYAILHICTIO, METOJMYHUM PIBHEM MPOBEACHOIO JIOC/HIJIKEHHS,
OTPUMAHUMHU TICPEKOHIMBUMHK pesyibratamu podorta Bauebn Tamapu CepriiBhu
«EnijeMiosioriss OHKOJIOTIHHUX 3aXBOPIOBaHb B MALICHTIB 3 LYKPOBUM JiadeToM Ta
BIUIMB LLYKPO3HHKYIOUHX TPENApaTiB HA MAPKEPH OHKOTEHE3Y» MOBHICTIO BILINOBI A€
BuMoram 1. 10 «lTopsijiky npucyKeHHs HAYKOBHX CTYTEHIB 1 MPUCBOEHHS BUEHOTO
3BAHHS CTAPLIOTO HAYKOBOTO CHiBPOOITHUKAY, 3aTBEPAKEHOTO 0CTaHoBOI0 Kadinery
MinicTpiB Ykpaiuu Bia 24 nunus 2013 poky Ne 567 (i3 3MiHaMH Ta JIONOBHEHHAMM,
BHeceHUMH 311/1HO 3 [Toctanosoio KaGinery Minictpis Ykpainu Ne656 sin 19.08.2015
POKY), @ il aBTOP 3aciyroBy€ MPUCBOEHHS HAYKOBOIO CTYMEHS JIOKTOPAa MEJAHYHHUX

Hayk 3a crietianbHicTio 14.01.14 - eHJIOKpUHOJIOT IS,

OdiiiHKA OnoHeHT:

3aBijly Bauka Kaeapu eHJI0KPHHOJIOITT
JIbBIBCHKOIO HALLIOHATILHOTO MEMUYHOIO
yuisepeutery im. Jlanuna lanuubkoro,

JIOKTOP MEJIMYHUX HayK, 1podecop ~ VYpbanosuu A.M.
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