AHOTAIIA
I'naokux @. B. 3acTocyBaHHSI KpPIOGKCTPAKTy IUIALICHTH MJISI KOPEKIIii
YIBIEPOTEHHOI i1 HECTEPOIAHUX MNPOTU3ANAIBLHUX 3ac001B (€KCIEPUMEHTANIbHE
nocnimpkenss ). Keamigikaniiina HaykoBa Ipallsl Ha MpaBax pyKOIHUCY.
Jucepraiist Ha 3700yTTsI HAyKOBOTO CTYIEHs JAOKTOpa (uiocodii B ramysi
3HaHb «22 — OxopoHa 370poB’s» (KaHAUJaTa MEAUYHUX HAYK) 3a CHEIIaIbHICTIO
«222 — MepunuHa».  [Hctutyr  mpobinem  KpiobOiosorii 1 KpiOMEIULMHU

HamionanbHoi akagemii Hayk Ykpainu, Xapkis, 2021,

HucepraiiiitHa po0OoTa NPUCBIYCHA EKCIEPHUMCHTAIILHOMY OOIPYHTYBaHHIO
e(eKTHBHOCTI 3aCTOCYBaHHs KpioKoHCepBoBaHOTo ekctpakty rianeHtn (KEII) 3
METOI0 KOPEKIIi yIIbIIEPOTEHHOI A1i HECTePOinHMX MpoTu3ananbHux 3aco6is (HII33).

Ha croromnimHiit nenpb ynbieporeHHicTs HII33 € kinrogoBuM dakTopoM, sSKHiA
CYTTEBO OOMEXY€e iX KIIIHIYHE 3aCTOCYBAaHHA Ta € CEPHO3HOI MEIUKO-COLIaTbHOIO
poOJeMOr0, OCKUIBKM III TIpenapaTd HajeXaTh J0 HaWyXHUBAHIIIUX JKAPChKHUX
3aco0iB (JI3) y cBiTi.

Cxmannicte  marorededy  HII33-iHmykoBaHOro  ypaskeHHs  IUTYHKOBO-
kumkoBoro Tpakty (IIIKT) oOGymoBmoe HEOOXiMHICTh KOMIUIEKCHOTO MiAXOAy 0
JiKyBaHHSA 11i€1 maTosiorii abo 3actocyBaHHs JI3 3 MOMIBEKTOPHUM MEXaHI3MOM ii.
Kiacuano ¢apmakoreparis 3a3HauyeHOi SATPOTEHHOI IaTOJIOTii HaIpaBlieHa Ha
kucnotocymnpecito (inridiTopu nporonnoi mompu (II1IT), Ho-rictaminobmokaTopu Ta
1H.), 3aCTOCYBaHHS TaCTPOIMTOINPOTEKTOPIB (J€-HOJ, CyKpainbpaT Ta 1H.) Ta
mpenapariB, sKi BiHOBIIOIOTH BMICT mpoctarnanauHiB (I1I7) y cim3oiit 00omoHIIi
(CO), mpote Bci 3a3HaveHi rpynu JI3 BOIOAIIOTH BIACHUMU MOOTYHUMHY €(EKTAMHU.

Y saxocti 3aco0y, 3matHoro mimBumryBatd crivikicte CO IIKT pgo
ymkoKytouoi aii HII33 wamry yBary mpuBepHYB BITUYM3HSHHEN O10TEXHOJIOTTUHHIMA
3acid6 — KEII, skuit ctBopeHo cmiBpoOiTHUKamMu [HCTUTYTY mpoOieM KpioGioJorii i
kpioMenunHu Hanionanenoi akagemii Hayk Ykpainu (ITIKiK HAH Vkpaiun).

[IpoBeneHi AOCHIKEHHS MOKa3alu, [0 Ha TJII NPOPLIAKTUYHOTO BBEJCHHS

nporuBupazkoBa akTuBHICTh (IIBA) KEII cranoBuna 69,1 % mnpu roctpiit
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ipomerauuH (IH/I)-innykoBaniil ractponarii (BupazkoBuit inaekc (BI) = 3,5 ta 1,08
BIJIMOBIHO Yy IIYPiB KOHTPOJIBHOI rpynu Ta IypiB, skum BBoauiau KEII). Ilpu
roctpiil auknopenak Hatpiii (JAH)-inmykosaniii ractponatii [IBA KEII cranosuia
92,1 %, a Bupa3koBi aed ekt ciauzoBoi o6osnonku nurynka (COIL) mpu 3acTocyBaHHi
JOCIIIPKYBAHOT'O €KCTPAKTY BUSIBIICHI juie y 28,6 % TBapuH, o y 3,5 pa3u HUXKYE
32 TMOKa3HHMK IIypiB KOHTPOJIbHOI Tpynu. Bapro Bin3HauuTH, MO0 HalBUpazHILIE
HiBeTIOBaHHS  ynblieporeHHoi aii  JIH BigMiveHo Ha Tii  KOMOIHOBaHOTO
npeBeHTUBHOTO 3actocyBaHHs KEII Ta aii Hu3pkux temneparyp — Bl y 12,6 pa3is
OyB HIDKUMM 3a MOKa3HUKU 11ypiB 3 JIH-1HIyKOBaHUM yibleporeHe30M 0e3 KOpeKIii
Tay 1,5 pa3u nepeBuiyBaB 3a €EKTUBHICTIO €30MeEIPa3oJl.

I[NBA KEII npu nikyBadbHOMY peXHUMI 3aCTOCYBaHHS y UIypiB 3
cyoxponiynoro Menokcukam (MKC)-innykoBaHoto ractponartiero ctanoBuia 100 %,
npote Bupaskosi ymikokeHHs COILl, suknukani MKC BusiBieni tineku y 74,1 %
IIypiB, B TOM yac sk Bci iHm gocnimpkyBani HII33 Buknukanu BupaskyBanas COILLI y
100 % TBapuH, 110 BKa3ye Ha HU3bKUU yJbLIEPOTEHHUM MOTeHIlan BKkazaHoro HII33
y HUTYHKY.

3acTocyBaHHs KEII y JIKYBaJTBHO-TIPO(P LITAKTHIHOMY pexuMi
CYNpPOBOJIXKYBajoch criBcTaBHOIO I[IBA Ha Moxaemsx cyOxpoHiuHHX 10ympodeH
(IBIT)-irmykoBaHiii Ta 1HAYKOBaHiM ameruicamimmioBoto kuciotor (ACK)
racTpornarisx i cranosuna 72,8 % ta 70,6 % BiIIOBIIHO.

Ominka BmiuBy KEIT nHa cranm mucranpHmx Bigautie KT wa T HIT33-
IHIYKOBAaHOTO YpakeHHS Tokazana, mo 3a roctporo JIH ta IHJ/[-immykoBanoro
yIblieporene3y Biamivanock ypaxkeHHs CO Tinmbku TOHKOI kumiku. CTaH TOBCTOi
KHIIKA MAaKpOCKOITIYHO 3aJMINaBCs HE3MIHHAM, W0 WMOBIPHO TOB’s3aHO 13
TEpPMiHAMU TPOBEICHHS MOCTIKEHHS. JlOCTHIIKeHHS TOoKa3aiu, IO MPEBEHTHUBHE
BBeaeHHs1 KEII Ha o0ox monensax roctporo yibelieporeHe3y mpusseno o 100 %
HIBJIFOBaHHS eHTepoTokcuyHoi mii sk IHJ Tak 1 JIH, mo Bkasye Horo
E€HTEePOIPOTEKTHBHI BIIACTUBOCTI.

3a nmikyBanbHOro pexxumy 3actocyBanHs KEIT na moneni MKC-inaykoBanoro

ypaKeHHSI TOHKOTO KHUIIKiBHUKA mpu3Besio 10 100 % HiBeltOBaHHS YJIbLIEPOT€HHO1
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nii MKC Ha TOBCTHI KHMIIIKIBHUK, & KUIBKICTh BUPA3KOBUX JNE€(PEKTIB Y TOHKIA KUIIII1
3HU3WIACh Yy 4,6 pa3u MOPIBHAHO 3 MOKa3HUKAMHU Yy HIypiB KOHTPOJBHOI Tpymu 3
MKC-inaykoBaHUM yJbLleporeHe3oM 0e3 KOpekiii Ta CTaHOBWJIA BIANOBIIHO
7,4+3,271a33,7+ 1,7 Bupazok Ha 10 cM JIOB)KMHU TOHKOT KUIIKH BIJMOBIIHO.

Ha tmi nikyBanbHO-ipodutaktuuynoro 3acrocyBanHss KEII Biamiueno 100 %
HiBenmtoBaHHs TokcuuHoro BIUIMBY ACK Tta mucranehi Bigaumm LHKT. Ha moneni
IBII-ingykoBaHoro yiblieporeHedy mnokazano, mo I[IBA KEII y Tonkid kumiini
ctanoBuna 78,4 % ta 72,3 % y TOBCTI KHIIIIII.

OTpumaHi JaHi BKa3ylOTh Ha HAsSBHICTh BUPA3HOI EHTEPONPOTEKTUBHOI Ta
kosnoHonporekTuBHO1 akTuBHOCTI Yy KEII 3a ymoB HII33-iHaykoBaHOro ypakeHHs
TpaBHOro Tpakty. HaiiBupasuima [1BA y nucransaux Bigautax KT BusiBnena 3a
npodinaktuunoro pexumy 3acrocyBanHs KEII wa wmoxpem JIH-iHaykoBaHOTrO
yJbLIEPOTE€HE3y Ta 3a YMOB JIIKYBaJIbHO-MPOPLIAKTUYHOTO PEXUMY 3aCTOCYBAHHS
KEIT na tni ACK-iH1yKOBaHOTO YJIBIIEPOTEHE3Y.

bioximiunai mocaimxenus romoreHariB COII mokazanu, mo npodimakTuydHe
Benennss KEII mypam 3 JIH-iHAyKOBaHOIO TacTPOIATIENO IMABUIIYE AKTHUBHICTH
antuokcuanTHol cuctemMu (AOC) B COIIl Ha mo BKasye 3pOoCTaHHS aKTHBHOCTI
karanasu Ha 40,0 % BIZHOCHO TIIOKa3HHWKIB HEJIIKOBAaHMX IMypiB. Moaynsiis
AHTUOKCUJIAHTHO-TIPOOKCUJIAHTHOTO  TOMEOCTa3y € OJHUM 3  MEXaHI3MiB
racTPOLMTONPOTEKTUBHOI /i1 3a KoMOiHOBaHO1 A1 HU3bKKUX TemmepaTyp Ta KEIL. Ha
e BKa3ye craructuuHo Biporimae (p <0,05) 3pocTaHHS AHTHMOKCHIAHTHO-
npookcuaanTHoro iHaekcy (AIIl) y 2,2 pa3m BigHOCHO mMOKa3HWKIB mypiB 3 JIH-
1HYKOBAHOIO TaCTPOIATIETO.

Kpim toro Bctanosneno, mo BBenenns KEIT minpunrye aktuBHocTi [1I'-cuaTa3
y mrypiB 3 JIH-iHmykoBanow ractponatito y 2,0 pa3u, BIIHOCHO MOKa3HHUKIB IIypiB
KOHTPOJIbHOT T'PYNH, IO HIBEJIOE SITPOTE€HHY MPOCTArIaHAMHOBY HEIOCTAaTHICTh B
COI11l.

Ouinka BmuBy KEII wa ninmookcurenasni (JIOI') mexaHi3mMu 3amajieHHs
MOoKa3aJi, IO OJHUM 3 MEXaHI3MIB HMOro mnpoTru3anaibHoi akTuBHOCTI (I13A)

BHUCTYMA€ I1HriOyBaHHS 3a3HAYEHOr0 NUISIXY METa0odi3My apaxiJIoHOBOi KHCIOTH
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(AK). Ha ne BkaszyBano cratuctuyHo Biporimne (p < 0,05) mpurHideHHs 3UMO3aH-
1HYKOBAaHOT0 3amajieHHs y urypis Ha 78,8 % Ta 74,8 % BinnmosiaHo Ha 120 ta 180 xB
Ha 11 xom6inoBanoro 3actocyBanHs JIH ta KEII Benmuuna I13A mpaktuuHo He
BIJIpI3HAJIACh BIJ MOHOTEpaIii AOCIIKYBAaHUM KpPIOEKCTPAKTOM, IO TOB’S3aHO 13
cnabmuM  BmmBoM  gociimkyBaHoro HII33 na JIOI'-omocepenkoBaHuil HUIAX
Metabonizmy AK.

Kommnekcne BuBuenHs BmiauBy KEII na mikyBanbHi BiactuBocTi HII33 Ha
MOJIeN eKCTIepUMEHTAIBHOTO peBMatoigHoro aptputy (PA) y mypiB mokaszano, 1o
komOiHoBaHe 3actocyBanHs JIH Tta KEII Bomoamie Outbin Bupaznoro I[I3A Hix
moHotepanis JIH na moneni ax’toBantHoro aptputy (AA) y mypiB. Ha 1ie Bkasye
Ha 8,7 % BupaszHille 3MEHIICHHS 00’€My YIIKOJKEHOI KIHLIBKM WIypiB Ha Tl
BBeneHHs JIH ta KEII, Hixx Ha T BBeaenus tuibku JIH. Kpim Toro, BcTaHoBieHO,
mo komOiHoBaHe 3actocyBaHHs JIH ta KEII cynpoBomKyeThest 3pOCTaHHSIM MOPOTY
6onmboBoi uytnuBocti (IIBY) 3a MexaHiuHOro mojapa3HeHHs KiHIIBKM Ha 13,8 %
outeie Hixk Tpu MoHotepamii JIH. KomOGinoBane 3acrocyBanns JIH Tta KEII
CYNpOBOIKYEThCSl BupasHimor Ha 10,7 % ananretnyHoro axkTUBHICTIO (AHA)
nopiBHsAHO 3 MoHoTepamiero JIH AA B TecTi I1HBaNiZHOCTI Yy IIypiB, a TIpH
eICKTPOIMITYJIbHOMY TOJIpa3HeHHI KoMOiHoBaHe 3actocyBanHs KEII Ta JIH
CYNPOBOIKYETHCS BUPA3HIMKUM 3HEOO0I0UNM eeKToM Hik MoHoTeparnis JH, 1o
BUPAXaJIOCh CTATUCTUYHO BiporigHo Oumbmum (p = 0,01) Ha 14,1 % 3pocTaHHSIM
[1BY y mypiB 3 AA Ha 28 100y eKCIEpUMEHTY.

['emaTomnoriuHi AOCHiIHKEHHS TTOKa3aiu, 1o komoOiHoBaHe 3actocyBanHs KEII
ta JIH cympoBoO/Ky€eThCst OUTBINT BUPA3HUM HIBEIIOBAHHSAM O3HAK 3amajieHHs 3 OOKy
reMaToJIOTIYHUX TTOKAa3HUKIB — MBUAKICT ocimanHs eputponutiB (ILIOE) 3au3unace
Ha 72,2 % (p <0,001), a kiapKicTh JICHKOIUTIB 3MeHIMWIach Ha 54,8 % (p < 0,001)
BITHOCHO TIOKa3HUKIB mypiB 3 AA 0e3 mikyBaHHsA. KpiM TOro BCTaHOBJIECHO, IO
koMmOinoBaHe 3actocyBaHHs KEII ta JIH mpu3Beno 10 MOBHOTO HiBEIIOBaHHS O3HAK
aHeMii XpOHIYHOIO 3amajieHHs — PIBEHb I'€MOIJIO0IHY Ta €PUTPOLUTIB CTATUCTUYHO
BiporiaHo (p < 0,001) 30unbmuBcs Ha 17,6 % 1 36,8 % BIANOBIAHO IOJI0 MOKA3HUKIB

urypiB 3 AA 0e3 JIiKyBaHHS.



Bioximiun1 mocnimkeHHs KpoBi moka3anu, mo BBeaeHHs JIH ta KEII urypam 3
AA mpusBeno 10 HOpMali3alii piBHS PEeakTaHTIB 3 2-T100apOIiTypOBOIO KHCIOTOIO
(TBK-PII), mro Bka3ye Ha HIBSIIOBaHHS O3HAK apTPHUT-1HIYKOBAHOT'O OKCHIATHBHOTO
ctpecy. TakoX BUSBICHO cTaTUCTU4YHO BiporimHe (p = 0,01) migBuilleHHS pPIBHA
cynepokcuaaucmyrtasu (COJMl) wa 30,6 % om0 3HaYeHb Y IIypiB KOHTPOJIBHOT
rpynu. BcraHoBiIeHO mMOCWJIEHHS MpoTH3anaibHUX BiactuBocte JH Ha Tl
kombOinoBanoro 3actocyBanHs JIH 3 KEII — piBenbr C peaktuBHoro Oinka (C-PB)
3um3uBca  (p < 0,001) wHa 61,1 % BIIHOCHO HEJNIKOBAaHUX WIypiB, a pIBEHb
cepoMykoigy cratuctuyHo BiporizHo (p <0,01) 3um3uBca Ha 17,1 % wiono
NMOKa3HUKIB 1MypiB rpynu Monotepamii JIH. Ilokazano, mo piBeHb allaHiH-
aminoTpaHcdepasu (AnAT) craructuuno Biporiguo (p < 0,01) OyB Hmk4e Ha 38,9 %,
a acnaprat-aminoTpancdepasu (AcAT) — umwxkue (p<0,01) ma 37,9 % mromo
MOKa3HUKIB TBapuH, skuMm BBoawau JIH, mo BiamosigHo Ha 16,7 % (p =0,02) ta
172% (p<0,001) Oyno HK4Ye TMOKAa3HUKIB IIypiB KOHTPOJIBHOI Tpymu 3
HelikoBaHUM AA. BceraHoBieHi 3MiHM 3 OOKy aMiHOTpaHcdepa3 BKa3ylOTh Ha
snatHicTh KEIT HiBemtoBaTH HE TUTBKM AA-1HIYKOBAHUN ITUTOJIITUYHHIN CHIIPOM, ajie
1 JIH-inmykoBanuii. KpiMm Toro BctaHoBJeHO, 1110 komOiHOBaHe 3actocyBanHs KEII ta
JIH cympoBoxyBagocss HopMalli3alli€ro piBHS 3arajbHUX JIMiAiB 1 ¢ocdominiaiB B
CHUPOBATIII KPOBI IIYPiB Ha TJi ekcriepuMeHTanbHOro PA. Tak, BmicT docdominiaiB B
nyni  ¢ocdomniniaiB cratuctuyHo BiporigHo (p = 0,02) 3pic Ha 22,6 % 11010
MOKA3HMKIB TBapuH 3 AA 03 JKyBaHHS.

Otpumani 3a pe3yiabTaTaMu JOCIIKEHb JaHl Jadu MOKJIHUBICTH 3pPOOUTH
BucHOBKH, 1m0 KEII Bomomie TIBA mpu HII33-ingykoBanomy ypaxkenni KT, a
KOMOIHOBaHE 3acTOCyBaHHI BKazaHUX JI3 CympoBOIKYEThCS MiABUIICHHSIM iX
TKyBaJbHUX BIACTHBOCTEH.

Haykoea mnosusna ooepowcanux pe3ynrbmamis. Brepiie BCTaHOBICHO
HasBHICTH anTHyIbieporennoi nii y KEIT. Buueno mexanizmu [IBA KEII 3a ymoB
PI3HUX PEXHUMIB BBEICHHS Y IHTAKTHUX TBApUH Ta Ha TJ1 €KCIEpUMEHTaIbHOro PA.
BuBueno wexaHismMu mnportuBupaszkoBoi aktuBHOcTI KEII 3a ymoB pi3HHX

(mpoUIaKTUYHOTO,  JIIKYBaJbHOTO,  JIIKYBAJIbHO-NPO(DUIAKTUYHOIO)  PEKUMIB



BBEJCHHS Yy IHTAKTHUX TBAapUH Ta Ha TJI1 aJ IOBAHTHOTO apTPUTy Yy IIYypIB.
Poszmupeno ysenenHss npo BmiuB KEII Ha ¢yHKIIOHaNbHMI CTaH IUTyHKOBO-
kuikoBoro Tpakty, HII33-imaykoBanuii amonto3 emitemionutiB COILLl, a Takox
BIUIMB Ha aHtunpoiidpepatuBny aito HII33 Ha muryHkoBuit emitemiii. Bnepiie
OTPUMAHO HAYKOBI JaHl II0A0 Moju(ikamii MmpoTU3anaibHOI Ta aHAIT€TUYHOT
aktuBHocTi HII33 mig BmmuBom KEII mpu ix komMOiHOBaHOMY 3aCTOCYBaHHI.
OTpumMaHO HOBI JaHl Mpo MexaHi3MH npoTuzanaibHoi aktuBHOCTI KEIT Ta HII33
npu iX KOMOIHOBAaHOMY 3aCTOCYBaHHS, a CaM€ BCTAHOBJICHO IIJBUILIEHHS
IpOTU3AMNaIbHOTO €(EeKTy 3a pPaxyHOK IHTIOYyBaHHS JIIMIOOKCUTE€HA3HOTO ILIAXY
MeTaboi3My apaxiJOHOBOI KUCIOTH AOCTIKYBAHUM KPIOEKCTPAKTOM.

Ilpakmuune 3HaueHHA OMPUMAHUX pe3ylbmami TIONSITaE B TOMY, IO
BUKJIQJICHI B JUCEPTALIMHOMY JIOCHII)KEH1 TOJIOXKEHHS, MalTh TEOPETHUKO-
NPUKIIAIHY COPSIMOBAHICTh 1 MOKYTh OYTH BUKOPUCTaHI1 y:

- 0CBIMHBLOMY NpoYyeci — K OCHOBA ISl pO3IIMPEHHS BIJOMOCTEH MPO CydyacH1
IPOTUBUPA3KOBI Ta mnpoTu3ananbHl JI3 y BuknaganHi (apmakosorii, KIiHIYHOT
dapmakonorii Ta BHYTPIIIHBOI MEAMIIMHU, 30KpeMa TacTPOCHTEpOJIOTii, Ta
PEBMATOJIOT11, IIIIXOM BIPOBAKEHHSI OTPUMAHUX BITOMOCTEH y HAYKOBHIl MpoI1IeC
BIZIMOBITHUX Kadeap MeIUUHUX Ta hapMalleBTUIHUX 3aKJIa/1iB BUIIOI OCBITH ;

- NpakmuyHitt OiSLIbHOCMI 3aKNA0i8 O0XOPOHU 300p08°s MO0 PO3IIUPCHHS
nokasiB 10 MmeauuHoro 3actocyBanHs KEIT;

- HAYyK0B0-0OCNIOHIU  OisnbHOCmMi — JJIs TPOBEACHHS  MOAAIBIINX

MOrJInOJIEHNX HAaYKOBHX I[OCJ'IiI[)KeHI) IIPOTUBHUPA3KOBOI0 Ta IIPOTHU3AIIAJIBHOI'O

edexriB KEIL.

Knwouosi cnosa. KpIOKOHCEPBOBAaHWI €KCTPAKT IUIANICHTH, HECTEPOIMHI
MpoTH3amalibHl  3ac00W,  NUIYHKOBO-KHUINIKOBHM  TPaKT,  YJBIEPOTCHHICTH,

IIpOoTHU3alldJibHa aKTHBHICTb.



ANNOTATION
Hladkykh F. V. Use of cryopreserved placenta extract for correction of
ulcerogenic action of nonsteroidal anti-inflammatory drugs (an experimental study).
Qualification scientific work published as manuscript.
Thesis for the degree Doctor of Philosophy in «22 — Health Care» in specialty
of «222 — Medicine». Institute for Problems of Cryobiology and Cryomedicine of

the National Academy of Science of Ukraine, Kharkiv, 2021.

The dissertation is devoted to the experimental study of the effectiveness of
use of cryopreserved placenta extract in order to correct the ulcerogenic effect of
nonsteroidal anti- inflammatory drugs. Today, the ulcerogenicity of nonsteroidal
anti-inflammatory drugs is their major side-effect significantly limiting their clinical
use. This is also an important medical and social problem, as these drugs are among
the most widely used ones worlwide. The complexity of the pathogenesis of the
lesion induced by nonsteroidal anti-inflammatory drugs of the gastrointestinal tract
necessitates a comprehensive approach to treat this pathology or to use the drugs of
a polyvector mechanism of action. Classically, pharmacotherapy of this iatrogenic
pathology is aimed at acid suppression, the use of gastrocytoprotectors and the
drugs, restoring the content of prostaglandins in the mucous membrane of the
specified group.

While searching for the tools capable of increasing the resistance of the
gastrointestinal tract mucous membrane to the damaging effects of nonsteroidal anti-
inflammatory drugs, our attention was drawn to the cryopreserved placenta extract
which is a biotechnological agent designed at the Institute for Problems of
Cryobiology and Cryomedicine of the National Academy of Sciences.

Studies have shown that during preventive administration the antiulcer
activity of cryopreserved placenta extract was 69.1 %, and in acute indomethacin-
induced gastropathy the ulcer index was 3.5 and 1.08 in control rats and those
injected with placental cryoextract, respectively. In acute diclofenac sodium-induced

gastropathy, the antiulcer activity of placental cryoextract was 92.1 %, and



ulcerative defects of the gastric mucosa with the studied extract were found just in
28.6 % of animals, which was 3.5 times lower than in the control rats. It should be
noted that the most pronounced decrease of the diclofenac sodium ulcerogenic
action was noticed when applied in a preventive combination, i.e. using the
cryopreserved placenta extract and low temperatures; the expression index was
12.6 times lower than in rats with diclofenac sodium-induced ulcer-induced
gastropathy, and its effectiveness was 1.5 times higher than that of esomeprazole.

The antiulcer activity of cryopreserved placenta extract in the treatment
regimen in rats with subchronic meloxicam-induced gastropathy was 100 %, but
ulcerative lesions of the gastric mucosa caused by meloxicam were found just in
74.1 % of rats, indicating a low ulcerogenic potential of this nonsteroidal drug in
stomach. The use of cryopreserved placenta extract in the treatment-and-
prophylactic regimen was accompanied by comparable antiulcer activity in models
of subchronic ibuprofen-induced and acetylsalicylic acid-induced gastropathies and
made 72.8 % and 70.6 %, respectively.

Evaluation of the effect of cryopreserved placenta extract on the condition of
the distal gastrointestinal tract on the background of lesions induced by nonsteroidal
anti-inflammatory drugs showed that in the acute diclofenac sodium and
indomethacin-induced ulcerogenesis only small intestinal mucosa was affected. The
condition of the colon remained macroscopically unchanged, which was probably
due to the study timing. Preventive administration of cryopreserved placenta extract
in both models of acute ulcerogenesis resulted in 100% reduction of the enterotoxic
effects of Dboth indomethacin and diclofenac sodium, confirming their
enteroprotective properties.

During treatment regimen the use of cryopreserved placenta extract in the
model of meloxicam-induced lesions of the small intestine led to 100 % decrease of
the ulcerogenic effect on the large intestine of the latter, and the number of
ulcerative defects in the small intestine decreased 4.6 times compared with the
group induced by ulcerogenesis without correction, and made 7.4+ 3.2 and

33.7 £ 1.7 ulcers per 10 cm of small bowel length, respectively.



In therapeutic and prophylactic use of cryopreserved placenta extract, 100 %
decrease of the toxic effects of acetylsalicylic acid and the distal parts of the
gastrointestinal tract was noted. The ibuprofen-induced ulcerogenesis model showed
that the antiulcer activity of cryopreserved placenta extract in the small intestine was
78.4 % and 72.3 % in the large intestine.

The findings suggest the presence of pronounced entero- and colonoprotective
activity in cryopreserved placenta extract in gastrointestinal tract ulcerative lesions
induced by non-steroidal anti-inflammatory drugs. The most pronounced antiulcer
activity in the gastrointestinal tract distal parts was found in the prophylactic
cryopreserved placenta extract in the model of diclofenac sodium-induced
ulcerogenesis and in treatment and preventive use of the cryopreserved placental
acid extract on the ulcer background.

Biochemical studies of the gastric mucosa homogenates showed that
prophylactic use of cryopreserved placenta extract in rats with diclofenac sodium-
induced gastropathy increases the activity of the antioxidant system in mucosa,
indicating a rise in in catalase activity by 40.0 % as compared with the control
group. Modulation of antioxidant-prooxidant homeostasis is one of the mechanisms
of gastrocytoprotective action of the combined effect of low temperatures and
cryopreserved placenta extract. This is demonstrated by a significant (p < 0.05)
increase in the antioxidant-prooxidant index by 2.2 times versus the rats with
diclofenac sodium-induced gastropathy.

In addition, it was found that administration of cryopreserved placenta extract
enhanced the activity of prostaglandin synthases in rats with diclofenac sodium-
induced gastropathy 2.0 times relative to those of the control group, that eliminated
latrogenic prostaglandin deficiency in the gastric mucosa.

Evaluation of the effect of cryopreserved placenta extract on lipoxygenase
mechanisms of inflammation showed that one of them as for its anti-inflammatory
activity is the inhibition of this pathway of arachidonic acid metabolism. This was
shown by a significant (p < 0.05) suppression of zymosan-induced inflammation in

rats by 78.8 % and 74.8 % for 120 and 180 min, respectively. This was similar to



monotherapy with the studied cryoextract, most likely due to weaker effect of the
studied nonsteroidal anti-inflammatory drug on the lipoxygenase pathway of
arachidonic acid metabolism.

A comprehensive study of the effect of cryopreserved placental extract on
therapeutic properties of nonsteroidal anti-inflammatory drugs in a model of
experimental rheumatoid arthritis in rats showed that the combined use of diclofenac
sodium and cryopreserved placental extract had more pronounced anti-inflammatory
activity versus monotherapy. This is evidenced by an 8.7 % greater reduction in the
volume of the damaged limb of rats with diclofenac sodium and cryopreserved
placental extract than with diclofenac sodium alone. In addition, it was found that
the combined use of diclofenac sodium and cryopreserved placenta extract was
accompanied by an increase in the threshold of pain sensitivity with mechanical
irritation of the limb by 13.8 % higher if compared with diclofenac sodium
monotherapy. In addition, the combined use of diclofenac sodium and cryopreserved
placental extract was accompanied by a more pronounced 10.7 % analgesic activity
if compared with diclofenac sodium monotherapy adjuvant arthritis as for disability
in rats versus DN monotherapy, which was significantly higher (p = 0.01) by 14.1 %
rise in the threshold of pain sensitivity in rats with adjuvant arthritis on day 28 of the
experiment.

Hematological studies showed that the combined use of cryopreserved
placenta extract and diclofenac sodium was accompanied by a more pronounced
leveling of inflammation signs by hematological parameters, i.e. erythrocyte
sedimentation rate decreased by 72.2 % (p < 0.001), and the number of leukocytes
decreased by 54.8 % (p < 0.001) relative to the rats with adjuvant arthritis without
treatment. In addition, it was found that the combined use of cryopreserved placenta
extract and diclofenac sodium led to a complete elimination of signs of anemia of
chronic inflammation — the level of hemoglobin and erythrocytes was significantly
(p < 0.001) increased by 17.6 % and 36.8 %, respectively, in the rats with adjuvant

arthritis with no treatment.

10



Blood biochemical studies have shown that administration of diclofenac
sodium and cryopreserved placental extract to the rats with adjuvant arthritis
resulted in normalization of malonic dialdehyde levels, indicating a reduction in the
symptoms of arthritis-induced oxidative stress. There was also a significant
(p = 0.01) rise in the level of superoxide dismutase by 30.6 % relative to the values
in the control group rats. Enhanced anti-inflammatory properties of DN on the
background of the combined use of diclofenac sodium from cryopreserved placenta
extract, namely the level of reactive protein decreased (p < 0.001) by 61.1 % relative
to untreated rats, and the level of seromucoid significantly (p < 0.01) decreased by
17,1 % relative to rats of the diclofenac sodium monotherapy group. It was shown
that the level of alanine aminotransferase was significantly (p <0.01) lower by
38.9 %, and aspartate aminotransferase was lower (p < 0.01) by 37.9 % compared to
the animals treated with diclofenac sodium, which was 16.7% (p = 0.02) and 17.2 %
(p < 0.001), respectively, lower than in control rats with untreated adjuvant arthritis.
The observed changes in aminotransferases demonstrate the ability of cryopreserved
placenta extract to level not only cytolytic syndrome induced by adjuvant arthritis,
but also diclofenac sodium-induced. Moreover, it was found that the combined use
of cryopreserved placenta extract and diclofenac sodium was accompanied by
normalization of the level of total lipids and phospholipids in the serum of rats on
the background of experimental rheumatoid arthritis. Thus, the content of
phospholipids in the phospholipid pool increased significantly (p = 0.02) by 22.6 %
compared to the animals with adjuvant arthritis with no treatment.

The obtained research data made it possible to conclude that cryopreserved
placenta extract had an antiulcer activity in the gastrointestinal tract lesions induced
by nonsteroidal anti-inflammatory drugs, and the combined use of these drugs was
accompanied by an increase in their therapeutic properties.

Scientific novelty of the obtained results. The presence of antiulcerogenic
action in cryopreserved placenta extract was established for the first time. The
mechanisms of antiulcer activity of cryopreserved placenta extract under different

modes of administration in intact animals and against the background of
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experimental rheumatoid arthritis have been studied. The idea of the effect of
cryopreserved placenta extract on functional state of the gastrointestinal tract,
apoptosis of epitheliocytes of the gastric mucosa induced by nonsteroidal anti-
inflammatory drugs, as well as the antiproliferative effect of nonsteroidal anti-
inflammatory drugs on stomach. For the first time, scientific data on the
modification of anti-inflammatory and analgesic activity of nonsteroidal anti-
inflammatory drugs under the influence of cryopreserved placenta extract in their
combined use were obtained. New data on the mechanisms of anti-inflammatory
activity of cryopreserved placenta extract and nonsteroidal anti-inflammatory drugs
if they used in combination have been obtained.

The practical significance of the obtained results is that the provisions
delivered in the thesis research are both of a theoretical and applied values and can
be used in:

- educational process — as a basis for disseminating an information about modern
antiulcer and anti-inflammatory drugs when teaching pharmacology, clinical
pharmacology and internal medicine, including gastroenterology, and
rheumatology, by introducing the information into the scientific process of
relevant departments of medical and pharmaceutical institutions of higher
education;

- practical activities of health care institutions to expand the indications for
medical use of cryopreserved placenta extract;

- research activities — for further in-depth research of antiulcer and anti-

inflammatory effects of cryopreserved placenta extract.

Key words: cryopreserved placenta extract, nonsteroidal anti-inflammatory

drugs, gastrointestinal tract, ulcerogenicity, anti-inflammatory activity.
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CHUCOK MYBJIKALIN 310BYBAUYA

Cmammi y peyen308anux paxoeux nepioOuyHux UOaHHAX YKpainu, exnoueHux 0o
MINCHAPOOHUX HayKomempuyHux 6az Scopus abo Web of Science Core Collection
1. Taagkux @B, UYmwx MO. Mogynsuiss MeEIOKCUKaM-1HIYKOBaHUX 3MIH
CEeKpPETOpPHOI Ta MOTOPHOI AKTUBHOCTI IIIyHKAa MUISIXOM 3aCTOCYBaHHS
KpIOGKCTpaKkTy IuiaueHtu. llpayi Haykoeoco Tosapucmea im. T. I'. Illeguenka.
Meouuni HAYKU. 2021; 64 (1): 84-94. DOI:
https://doi.org/10.25040/10.25040/ntsh2021.01.08. Pexxum JOCTYIY:

https://mspsss.org.ua/index.php/journal/article/view/400  (Ocobucmuii  eénecox

3000ysaua cmanosums 80,0 % npayi: namenmuo-inghopmayiiinuil nowyx ma
aHaniz JaimepamypHux OAaHux, KOHYenyiss ma Ou3auH pobomu, BUKOHAHHS
eKCNePUMEHMATbHUX 00CTI0NCEHb, CIMAMUCMUYHA 00poOKa ma iHmepnpemayisi
OMPUMAHUX Pe3YTbmamie, HANUCAHHA OCHOBHO20 MEKCMY, QOpMYII08aAHHS
8UCHOBKIG. Budanus xameeopii b. Bxooums 00 MidicHaApoOHOI HAyKOMempuuHoi

bazu SCOpUS,).

Cmammi 8 iIHO3eMHUX peyeH308aHUX NePIOOUYHUX BUOAHHSX, BKIIOUEHUX OO0
MINCHAPOOHUX HaykomempuyHux 6a3 Scopus abo Web of Science Core Collection
2. Hladkykh FV, Chyzh MO, Manchenko AO, Belochkina IV, Mikhailova IP.
Effect of cryopreserved placenta extract on some biochemical indices of
therapeutic efficiency and toxicity of diclofenac sodium in adjuvant-induced
experimental arthritis. Pharmacy & Pharmacology. 2021; 9 (4): 278-93. DOI:
https://doi.org/10.19163/2307-9266-2021-9-4-278-293. Pexxum  gocTymy:

https://www.pharmpharm.ru/jour/article/view/879 (Ocobucmui BHECOK

3000ysaua cmanosumsv 60,0 % npayi: konyenyis ma Ouzaun pobomu,
BUKOHAHHS eKCNePUMEHMANbHUX O0CNI0NHCEeHb, CMAmucmu4Ha oopooka ma
OMPUMAHUX pe3ylbmamis, HANUCaHHa mekcmy. Budanua exooums 00
MidcHapooHux Haykomempuunux 6az SCOpus (Q3 za knacughixayiero Scimago

Journal & Country Rank) ma Web of Science Core Collection).
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https://mspsss.org.ua/index.php/journal/article/view/400
https://doi.org/10.19163/2307-9266-2021-9-4-278-293
https://www.pharmpharm.ru/jour/article/view/879

Hladkykh FV. The effect of meloxicam and cryopreserved placenta extract on
initial inflammatory response — an experimental study. Ceska a Slovenska
Farmacie. 2021; 70 (5): 179-85. (Buoamus 6xo0umv 00 MI*CHAPOOHOL
naykomempuunoi 6aszu Scopus (Q3 3a knacugirayiero Scimago Journal &

Country Rank)).

Cmammi y peyen3zo8anux ¢paxoux nepioOuyHux euoanuax Yxpainu

. Tmagkux @B, Ymwkx MO. Hecrepoigni mnpoTusananbHi 3aco0H: cydacHe
YSIBJICHHS TTPO MEXaHI3MH YITKOHKCHHS TPABHOTO TPAKTY, HEJOJIKH MpernapartinB
NaTOTEHETUYHOr0 JIIKYBaHHA Ta TNepcrekTuBH Olonoriynoi tepamii HII33-
1HAYKOBaHOi e30daroractpoeHTepoKosioHomnarii. I acmpoenmeponoeis. 2020; 4:
253-66. DOl: https://doi.org/10.22141/2308-2097.54.4.2020.216714
(Ocobucmuii  enecox 3006ysaua cmanosums 80,0 % npayi: namenmmno-
IHhopmayitiHuti nouwtyk ma aHaiiz iimepamypHux OaHux, KOHYenyis ma Oou3atiH
pobOmMU, BUKOHAHHS eKCNEPUMEHMANbHUX O0CHI0NCeHb, CMAMUCMu4Ha oopooxa
ma iHmepnpemayiss OMpUMAHUX pe3y1bmamis, HanucCaHHs OCHOBHO20 MEKCHY,
popmynosanns 6ucnoexie. Buoanns kameeopii b).

. Tmaagkux ®B. MakpockoriyHa OIliHKa MPOTEKTUBHOI i1 KPIOKOHCEPBOBAHOTO
eKCTPaKTy IUTAleHTH Tpu 10ynpodeH-1HIyKOBaHIM TacTpPOSHTEPOKOJIOHOMATII.
T'acmpoenmeponocis. 2021; 55 (3): 25-32. DOI: https://doi.org/10.22141/2308-
2097.55.3.2021.241587 (Buoamnns kamezopii b).

. Tnankux ®B. ExcnepuMeHTalbHE AOCTIIKEHHS BIUIUBY KPIOKOHCEPBOBAHOTO
€KCTpaKTy IUIAleHTH Ha MPOTHU3aNalbHY AaKTUBHICTh NUKIO(EHAKy HATpIfo.
Innovative Biosystems and Bioengineering. 2021; 5 (3): 144-52. DOI:
https://doi.org/10.20535/ibb.2021.5.3.237505. Pexum JOCTYIY:
http://ibb.kpi.ua/article/view/237505 (Budawnns xameeopii b).

. Taankux ®B. Orminka mikyBambHOTO €(exTy KOMOIHOBAHOTO 3aCTOCYBAaHHSI
KPIOKOHCEPBOBAHOI'O EKCTPAKTy IJIALGHTH Ta JUKIOPEHAKYy HATpII0 MpHU

€KCIEPUMEHTATLHOMY  PEBMATOITHOMY  apTpUTi 32  I'eMaTOJIOTTYHUMH
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https://doi.org/10.20535/ibb.2021.5.3.237505
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nokasHukamu. Meouuna wnayka Yrpainu. 2021; 17 (3): 15-21. DOI:
https://doi.org/10.32345/2664-4738.3.2021.02 (Buoanns kamezopii' b).

8. TI'maakux @B, Ywx MO. AHTHyABLUEpOreHHa il KpPIOKOHCEPBOBAHOTO
eKCTPAKTy TUTALIEHTH Ta €(eKT BIUTUBY HU3bKHUX TeMIIEpaTyp MpH YIIKOKEHHI
TPABHOTO TPAKTy AHUKIO(EHAKOM HATPII0 B €KCHepuMeHTi. CxiOHOYKpaiHcbKuil
MeOuyHUlL JHCYPHAIL. 2021; 9 (3) 284-94. DOI:
https://doi.org/10.21272/eumj.2021;9(3):284-294. Pexum JOCTYIIY:

https://eumj.med.sumdu.edu.ua/index.php/journal/article/view/199 (Ocobucmuii

sHecox 3000ysaua cmanosums 80,0 % npayi: Oouzaiin pobomu, BUKOHAHHS
eKCNepUMEHMAbHUX O0CNI0NHCeHb, CIMAmuUcmuyHa oopooka ma inmepnpemayis
OMPUMAHUX Pe3YTbmamis, HanucanHs mexkcmy. Buoanmns kamezopii b).

9. Taankux ®B, Ymx MO. XapakrepucThka MeXaHI3MIB MpOTHU3aMaIbHOI il
KPIOKOHCEPBOBAHOTO EKCTPAKTy IUIAEHTH Ta AUKIO(PEeHaKy HaTpilo 3a ix
Hapi3Horo BBeaeHHs. Cyuacni meouuni mexnonoeii. 2021; 3 (50): 41-7 DOI:

https://doi.org/10.34287/MMT.3(50).2021.8 (Ocobucmuii enecox 3006y8aua

cmanosums 80,0 % npayi: namenmHo-iHGOPpMAYIUHULL NOWYK MA AHATI3
nimepamypHux — OaHuX, HANUCAHHA OCHOBHO20 MeKCmy, QopMyat08aHHs

6UCHO6KI6. Buoanus kameeopii b).

Cmammi y 36ipkax mamepianie KoHpepenyiil
10. T'magkux @B, YUk HA. MexaHu3Mbl 3alIUThI CITM3UCTOW 000JI0OYKH KETyAKa B
YCIOBHUSX TNPHUMEHEHUS KPHOAKCTPAKTa IUIAICHTHI TpH  JUKIO(DEHaK-
WHIyIUpOBaHHOK  ractponatuud. COOpHUK — Mamepuanos  cameiiumuou
OUCMAHYUOHHOU HAYYHO-NPAKMUYECKOU KOHGepeHyuu cmyo0eHmos u MOa00blX
yuénvix « Dynoamenmanvhas Hayka 8 cospemennou meouyune — 2021»; 2021;
MiHncek. MiHebk: 3akiman  ocBiTH  «BUIOPYCHKHMM  JIep)KaBHHM — MEIUIHHUI
yaiBepcuteT; 2021, c. 436-40. (Ocobucmuii eénecox 3000yeaua cmanosumo
80,0 % npayi: xonyenyis ma ousain pobomu, GUKOHAHHS eKCNEPUMEHMATbHUX
00CNIONCEHb, CMAMUCMUYHa 00podOKa ma iHmepnpemayis OMpPUMAHUX

Pe3VIbmamie, HAnUCAHHs OCHOBHO20 MEKCMY, (YOPMYII0OBAHHS BUCHOBKIR).
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11.

12.

13.

Hayrxoei npayi, siki 3aceiouyromes anpobayiro oucepmayii
Te3u 6 iHo3eMHUX 30ipHUKAX

I'naaknx ®B, Ymwx HA. Cnera UB. HccnegoBanue racTponpoTeKTOPHOU
AKTUBHOCTH KPHOKOHCEPBUPOBAHHOT'O JKCTPAKTa ILIAIEHTHI NMPU HOYIpodeH-
MHIYLUMPOBAaHHOM IIOPAXKEHUU OKeIyAKa B JKcuepuMeHre. Mamepuanor VII
Pecnybnuxanckoii  HayuHo-nakmuueckou KoH@epeHyus MOJ00bIX  VUEHblll
«Cospemenvie OdocmudiceHus Monoovix yuéHnvix 6 meouyune — 2020»; 2020
Jluctonan 27; I'poano. I'poano: 3akman ocBith «I'pogHeHCHKUN aep:KaBHUMN
mennuauii  yHiBepcutet»; 2020, c.57-60. (Ocobucmuii eumecox 3006y6aua
cmanosums 60,0 % npayi: ananiz rimepamypuux oaunux, Ou3aiH 0OCIIONHCEHHS,
BUKOHAHHS eKCNepUMEHMANbHUX O0CNI0NCeHb, CMAmMUCmuiHa obpodka ma
IHmepnpemayiss OMPUMAHUX pe3YIbMmamis, HANUCAHHA OCHOBHO20 TMEKCHY,
POopMYI0BAHHS BUCHOBKIB).

I'magknx @B, UYwx HA. Makpockonuyeckass  OLIEHKA  BIUSHUS
KPUOKOCEPBHUPOBAHHOTO DJKCTpPaKTa IUIALIEHTHI HAa COCTOSHHE JUCTAJIbHBIX
OTZIEJIOB  JKEIIYJOYHO-KUIIIEYHOr0  TpakTa Ha  Mojenu  uOympodeH-
UHAYIIUPOBAHHOTO  yiblleporeHesa.  Mamepuanbl  umozo8oti  HAYYHO-
npakmuyueckol KoHgepenyuu I poOHeHcK020 20CY0apCmMEeHH020 MEOUYUHCKO20
yHugeepcumema «Axkmyanvhsie npooaemvl meduyurwvly, 2021 Ciuenp 28-29;
I'ponno. I'pomno: 3akman ocBiTH «I'pOTHEHCHKHI HEepXKaBHUA MEIUYHUN
yaiBepcute; 2021, c.191-5. (Ocobucmuii enecox 3000ysaua cmanosumv
80,0 % npayi: ananiz aimepamyprux Oanux, OU3auH OOCAIONCEHHS, BUKOHAHHSI
eKCNePUMEHMATIbHUX O0CTIONCeHb, CMamucmuyHa oopooxka ma inmepnpemayis
OMPUMAHUX Ppe3YIbmamie, HANUCAHHA OCHOBHO20 MEKCMY, @OopMYII08aHHs
BUCHOBKIB).

I'nagkunx ®@B. MoTopHO-3BakyaTOpHAast aKTUBHOCTH JKeNTyIKa Ha (hOHE BBEICHUS
nukiaoeHaka HaTpus W KPUKOHCEPBUPOBAHHOTO OKCTpPAKTa  IIAIICHTHI.
Mamepuanvr LXXIV MedicoyHapooHot Hay4HO-npakmudeckou KoHgpepeHyuu

CMyOeHmo8 U MOJNOObIX VUEHbIX «AKkmyanvHvie npoodiembl COBPEMEHHOU
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14.

15.

16.

meduyunvl u papmayuu — 2021»; 2021 Ksitrenr 15-17; Mincbk. MIiHCBK:
3aknan ocBith «bimopycbkuil aep:kaBHMI MenuuHUM yHIBepcutTeT»; 2021,
c. 172.

I'magkux ®B. AHeMUYeCcKUil CHHIPOM KaK MHAUKATOP MPOTUBOBCHATUTEIBHON
AKTUBHOCTH JAWKIO(EHaKa HAaTpusi U KPUKOHCEPBUPOBAHHOI'O JKCTpPaKTa
ianeHTsl. Mamepuanel 73 HAYYHO-NPAKMUYECKOU KOHpeEpeHyuu CmyoeHmos u
MONOObIX  VUEHbIX  «AKmyanvHble 80NpoOCbl  COBPEMEHHOU MeOUYUHbl U
Gpapmayuuy; 2021 Ksitenb 21-22; Birebcbk. BiteOcbk: BiteOcbkuii nepxaBHUi
opaeHa [[pyxx0u HapoaiB Menuunuit yHiepcutet; 2021, ¢. 726-30.

Hladkykh FV, Chyzh MO. The effect of cryoirrigation and cryopreserved
placenta extract on the content of nitrogen monoxide in the gastric mucosa in
rats with diclofenac sodium-induced gastropathy. The 58-th Annual Meeting of
the Society for Cryobiology «CRYO 2021», 21-23 July, Chicago. 2021; Chicago.
USA, 2021. p. 97-8. (Ocobucmuii snecok 3006ysaua cmanosums 80,0 % npayi:
ananiz  jaimepamypHux — O0aHux,  OU3auUH  OOCHIONCeHHS,  BUKOHAHHS
eKCNepUMEHMAIbHUX O0CII0ONCeHb, CMamucmuyHa oopooxka ma inmepnpemayis
OMPUMAHUX pe3YIbmamie, HANUCAHHA OCHOBHO20 MEeKCMY, @OopMYI08aHHS

BUCHOBKIB).

Te3u y suoanusx Yxpainu
Fnagknx ®B, Ymwx MO. Bonus nuxinodenaky HaTpiro Ta HOro HapizHOTO
BBEJICHHA 3 KPIOEKCTPAKTOM IJIAIlCHTH Ha (DYHKIIOHAJTBHUN CTaH OLIKOBOTO
OoOMiHY B CIIM30Bii OOOJIOHIII NUTYHKa HA MOJEINI aJ IOBAHTHOTO apTPUTY Yy
mypiB. Mamepianu 81 midscHapoOHoi Haykoeoi KoHgepenyii cmydenmis ma
monooux ewenux 81st LYSICon = 8I-st Lviv Young Scientist International
Conference; 2020 XKosreusr 21-23; JIbBiB. JIbBiB: JIbBIBCHKMI HAlIOHAJIBHUI
MenuuHui  yHiBepcuteT iMeni Jlammna [amummekoro; 2020, c. 166-7.
(Ocobucmuii  snecox  3006ysaua  cmanosumov 60,0 % npayi. ananiz

JimepamypHux Oauux, OU3auH OO0CHIONHCEeHHS, BUKOHAHHA eKCNepUMEHMAlbHUX
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17.

18.

19.

00CNIOJHCEHb, CMAMUCMUYHA 00poOKa ma iHmepnpemayis OMpPUMAHUX
pe3yIbmamis, HanUCaHHsi OCHOBHO20 MEKCMY, (hOPMYII0BAHHS BUCHOBKIR).
I'naaknx ®B, Manuenko AQO. benoukina IB. JlocmimkeHHs aHaIreTHYHOT
AKTUBHOCTI JUKIO(PEHAKY HATPIl0 Ha TJI1 3aCTOCYBaHHS KPIOKOHCEPBOBAHOIO
eKCTPaKTy IUIAllEHTH y WIypiB 3 ajJ IOBaHTHUM apTputoM. Mamepiam XIV
Bceykpaincorkoi  naykoso-npaxmuunoi  KoHgpepeHyii  MON0OUX  GUEeHUx 3
MINCHAPOOHOIW yuacmio «Axkmyanvui numauusa KuiHiynoi meouyunuy; 2020
Jluctonan 20; 3anopixoksa. 3amopiikoks: 3amopizbka MeIuYHA —aKaJaeMmis
micnsauuiomHoi ocBith MO3 Vkpaiau; 2020, c. 49-51. (Ocobucmuii énecox
3000ysaua cmanosumsv 60,0 % npayi: Konyenyis ma Ou3auH OO0CHIONCEHHS,
BUKOHAHHS eKCNePpUMEHMANbHUX O0CNI0NCeHb, CmamucmuyHa obpobka ma
IHmepnpemayiss OMPUMAHUX pe3YIbMmAamie, HANUCAHHA OCHOBHO20 MEKCHLY,
POopMYI0BAHHS BUCHOBKIB).

I'nmaakux ®B, benoukina 1B, Manuenko AO. OHKOMETpUYHA OIiHKA BIUIUBY
KPIOEKCTPAKTy IUIAIIEHTH Ha MPOTH3aNajibHy aKTUBHICTh TUKIO(PEHAKY HATPIlO
OpU EKCIIEPUMEHTAILHOMY PEBMATOITHOMY apTPUTL. YKpaiHcvKuil HaAyKo80-
MEOUYHULL  MOJNOOIICHUU  dcypHan. Mamepianu MidcHapoOHoi KoH@epeHyii
monooux naykosyie 2020 «Annual young medical scientists conference —
AYMSConf 2020»; 2020 Jlucromany 26-27; Kuis. Kwuis: Hauionanpuuii
menuunuii  yHiBepcuteT iM. O. O. boromonbs MO3  Vkpaiaum, 2020, c. 9.
(Ocobucmuir  enecox  3000y6aua  cmanosumv 60,0 % npayi:  ananis
JimepamypHux OaHux, OU3atH OOCIHIONCEHHs, BUKOHAHHSA eKCNePUMEHMANIbHUX
o0ocniddcenb, cmamucmuyHa 00podoKka ma  immepnpemayis  OMPUMAHUX
Pe3VIbmamie, HanUCAHHs OCHOBHO20 MEKCMY, YOPMYII0BAHHSL BUCHOBKIB).
Fmagknx ®B, Ymwx MO, benoukina IB. BuBueHHsS racTpomnpoTeKTHBHOI
AKTUBHOCTI KPIOKOHCEPBOBAHOTO EKCTPAKTY TUIAIIGHTH HA MOJEJi TacTpomarii,
IHAYKOBAHOI  alleTHWJICATIIUIOBOI0  KHUCJIOTOK y  ImypiB.  Mamepiaau
MIJCHAPOOHOI  OUCMAHYIUHOI  HAYKOBO-NpakmuuyHoi KoHgepenyii «Modern
approach of experimental and preclinical pharmacology»; 2021 Jlrotmii 19;

XapkiB. XapkiB: HanionaneHuii ¢papmaneBtuunuii ynisepcurer MO3 Ykpainu;
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20.

21.

22.

2021, c. 72-4. (Ocobucmuii énecok 3000ysaua cmarnosums 60,0 % npayi: ananiz
JimepamypHux Oauux, Ou3auH OO0CHIONHCEeHHS, BUKOHAHHS eKCNepUMeHMAlbHUX
00CNIOJHCEHb, CMAMUCMUYHA 00poOKa ma iHmepnpemayis OMpPUMAHUX
Pe3yIbmamis, HanUCaHHs OCHOBHO20 MEKCMY, (hOPMYII0BAHHS BUCHOBKIR).
I'nmagkux @B, Ymwx MO, Manuenko AQO. Moaynsiiss aHTHOKCUIATHTHO-
MPOOKCUJAHTHOIO TOMEOCTa3y y CIHM30BiM OOOJOHII INUIyHKAa SIK MEXaHI3M
IPOTUBUPA3KOBOT AKTHUBHOCTI KPIOKOHCEPBOBAHOT'O EKCTPAKTy IUIAIICHTH.
Mamepianu 'V Midxcnapoonoi Haykoso-npakmuuHoi Koughepenyii «Jliku —
moouni. CyuacHi npobremu ¢hapmaxomepanii ma nNpuHA4eHHs JIKAPCLKUX
3acobiey; 2021 bepesns 11-12; XapkiB. XapkiB: HarionanbHuii
dapmanetuunmii yHiBepcurer MO3 Vkpainu; 2021, ¢. 309-11. (Ocobucmuii
eHecox 3000ysaua cmanosumsv 60,0 % npayi: aumaniz aimepamypuux OaHUux,
Ou3auH  OOCNIOJNCEHHs,  BUKOHAHHS  eKCHePUMEHMANbHUX  OO0CHIO0NCEeHD,
cmamucmuyHa 00pobka ma iHmepnpemayis  OMPUMAHUX — pe3yabmamis,
HANUCAHHSI OCHOBHO20 MEKCMY, (OPMYII0BAHHS BUCHOBKIB).

I'naaxkux ®B, Muxaitnora II1, Manyenko AO. BrimuB aukinodeHaky HaTpiro Ta
foro koMmOiHaIii 3 KPIOKOHCEPBOBAHUM EKCTPAKTOM IUIAIICHTH Ha JIMiTHUN
OayaHCc B CHpPOBATIII KPOBI MPH €KCIIEPUMEHTATLHOMY PEBMATOITHOMY apTPHTI.
Mamepianu XXVII Mixcnapoonoi Haykoeo-npakmuuHoi KoHgepenyii mMoiooux
suenux ma cmyoenmie «Topical issues of new medicines developmenty; 2021
bepesns 18—19; Xapkis. XapkiB: Harionanbauii (hapMaiieBTUYHUAN YHIBEPCUTET
MO3 Vxkpaiau; 2021, c. 272-3. (Ocobucmuii énecok 3000y8aua CmanHosums
60,0 % npayi: ananiz nimepamyprux Oanux, OU3auH OOCAIONCEHHS, BUKOHAHHSL
EeKCNepUMEHMANIbHUX O0CAI0HCEHb, CMAmMUcCmu4Ha oopooKa ma inmepnpemayisi
OMPUMAHUX pe3YIbmamie, HANUCAHHA OCHOBHO20 MEeKCMY, (OpMYN08aAHH S
BUCHOBKIB).

IF'naagknx ®B, benoukina 1B, Manuenko AQO. IlpomideparnBHa aKTHBHICTH
EMITETIOHUTIB CIU30BOT OOOJIOHKH ITYHKA Ha TJI1 3aCTOCYBAHHS KPIOEKCTPAKTY
IJIAUEHTA M[pU JAUKIOPEHaK HaTpid-1HAYKOBaHIM racrtpomarii y MIypis.

Mamepianu 90-i nayxoso-npakxmuunoi Koughepenyii cmyoenmie ma MOJI00UX
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23.

24,

25.

BUEHUX [3 MIDCHAPOOHOIO yyacmio «Innosayii 6 meouyuniy; 2021 bepezenn 25—
27; IBano-®panHkiBCchK. IBaHO-DpaHkiBChK: [BaHO-DpaHKIBCHKUN HALlIOHATBHUI
mennuanid  yHiBepcuter MO3 Vipainu; 2021, c. 79. (Ocobucmuii euecok
3000ysaua cmanosums 60,0 % npayi: ananiz aimepamypuux Oanux, OU3aliH
00CNi0NCEeHHsl, BUKOHAHHA EKCNEePUMEHMANbHUX OO0CTIOHNCeHb, CMAMUCTNUYHA
0bpobka ma inmepnpemayis OMPUMAHUX Pe3VTbMamie, HANUCAHHA OCHOBHO20
meKkcmy, popmyn08aHHs GUCHOBKIR).

I'nagkux ®B. AHTUHOIMIIENTHBHA AKTUBHICTh KPIOKOHCEPBOBAHOTO €KCTPAKTY
TIAleHTH Ta 10ynpodeny npu iXx KoMOIHOBAaHOMY 3aCTOCYBaHHI B €KCIIEPUMEHTI.
Mamepianu Hayko8o-npakmuuHoi KoHughepenyii 3 MINCHAPOOHOIW YUaACMIO
«Young science 3.0»; 2021 bepesnst 26; Kuis. Kui: Harionanenuii yHiBepcuteT
oxoponu 370poB’st Ykpainu iM. I1. JI. lllynuka MO3 Vkpainu; 2021, c. 17-8.
I'nagkux ®B, Manuenko AO, benoukina IB. MakpockormiuHa XxapakTepuCTHKA
IIUTONIPOTEKTUBHOI /111 KPIOKOHCEPBOBAHOTO €KCTPAKTY TUIALIEHTH B TUCTAIBLHUX
BIIZIaX ~ TPAaBHOTO  TPaKTy HAa  MOJACNI  MEJOKCHKaM-1HJIYKOBaHOTO
ynbreporenesy. Mamepianu VIII Miscnapoonoeo meouxo-gapmayesmuino2o
koHepecy «Bukovinian International Medical Congress — 2021»; 2021 Ksirenb
6-9; UepniBmi. YepHiBii: ByKOBUHCHKHMI JepKAaBHUM MEIMYHUN YHIBEPCHTET
MO3 Vkpainu; 2021, c. 263. (Ocobucmuii snecox 3000y8aua cmano8ums
60,0 % npayi: ananiz nrimepamyprux Oanux, OU3aiH OOCAIONCEHHS, BUKOHAHHSL
eKCNePUMEHMATIbHUX O0CTI0NCeHb, CMamucmuyHa oopooxka ma inmepnpemayis
OMPUMAHUX Pe3YIbmamie, HANUCAHHA OCHOBHO20 MeKCMY, @OopMYI08aHHS
BUCHOBKIB).

I'naakux @B, Manuenko AO, benoukina IB. Ekciipeciss anonTuaHOro Mapkepy
Kacma3u-3 y CIM30Bid OOOJOHII NMUTYHKA Ha TJI 3aCTOCYBAHHS IUKIO(PEHAKY
HATPil0O Ta KPIOGKCTPAKTy IUIAIEHTH B eKcnepuMmeHTti. Mamepiawm XXV
Miscnapoonoeo meouunoeo kKowepecy cmyoenmis ma moaooux euyenux, 2021
Kgsitenp 12-14; Tepuoninb. TepHominbk: TepHONUILCHKUN HaIIOHATBLHUN
MenuuHuid yHiBepcuteT iM. L. S. ['opbaueBcbkoro MO3 VYkpainu; 2021, c. 190.

(Ocobucmuii  snecox  3006ysaua  cmanosums 60,0 % npayi. ananiz
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26.

217.

28.

imepamypHux Oauux, OU3auH OO0CHIONHCEeHHS, BUKOHAHHS eKCNepPUMEHMATbHUX
00CNIOJHCEHb, CMAMUCMUYHA 00poOKa ma iHmepnpemayis OMpPUMAHUX
pe3yabmamis, HanUCaHHsi OCHOBHO20 MEKCMY, (hOPMYII0BAHHS BUCHOBKIR).
I'maakux ®B, Manuenko AO, UYwmwx MO. BriuB MeNnoOKCHKaMy Ta
KP10EKCTPaKTy IJIAIEHTH Ha MOTOPHO-E€BAKyaTOPHY (PYHKIIIIO IIIJTYHKA Y MUILICH.
Mamepianu XVIII Hayxoeoi kongepenyii cmyoenmie ma MONOOUX BUEHUX
«llepwuii kpox 6 nayky — 2021»; 2021 Ksirens 15-17, Binnuus. Binauis:
Binaunpkuii HanioHanbHUM MenuuHui yHiBepcuteT iM. M. 1. Tluporosa MO3
VYkpainu; 2021, c. 496—7. (Ocobucmuii enecox 3006ysaua cmanosums 60,0 %
npayi: auaniz AimepamypHux OaHux, Ou3autH OOCHIONCeHHS, BUKOHAHHS
eKCNePUMEHMANIbHUX O0CIIONCeHb, CMamucmuyHa oopooka ma inmepnpemayis
OMPUMAHUX pe3Y1binamie, HANUCAHHA OCHOBHO20 MEKCMY, @OopMYI08aHHS
BUCHOBKIB).

I'nmagkux ®B, Umx MO. Moaymsiiisi TaCTpOTOKCUYHOCTI 1HIOMETAIMHY TIPU
3aCTOCYBaHHI KpPIOGKCTPaKTy IUIAUEHTU. Mamepianu HAyKo80-npaKmuyHoi
KOH@epeHYii 3 MIJCHAPOOHOIO Yuacmio Ol CMYOeHmI8 ma MOJ0OUX GUEHUX
«CyuacHi meopemuuni ma npakmuuui acnexkmu KiiHiuHOi meduyunuy;, 2021
KBiteur 22-23; Opeca. Opeca: OpnecbKuid  HaAIOHAJIBHHUN — MEIUYHUI
yuiBepcutetr MO3 Vkpainu; 2021, c. 56. (Ocobucmuii enecok 3000ysaua
cmanosums 80,0 % npayi: ananiz rimepamypHux Oanux, OU3aiH 00CIIONCEHHS,
BUKOHAHHS eKCNEePUMEHMANIbHUX OO0CIIONCEHb, CMamucmuyna oopobka ma
iHmepnpemayis OMPUMAHUX pPe3YIbMmamie, HANUCAHHA OCHOBHO20 MeKCY,
@opmynioeanHs GUCHOBKIB).

I'nmaakux ®B, Ymwx MO. 38’130k Mik piBHeM C-peakTHBHOTO Olaka Ta
aHTU(IOTICTUIHOO aKTHUBHICTIO TUKIO(PEHAKY HATPiI0 1 KPIOKOHCEPBOBAHOTO
EKCTpaKTy IUIAIEHTH B EKCHepUMEHTI. Mamepianu Hayko80-npakmuiuoi
KoH@epenyii 3 MmidcHapoonoio yuacmio «lllopiuni mepanesmuuni wumanms.
Heinghexyinini  3axeoprosanns. npoginakmuxka ma 3MIYyHEHHS 300p08’s 8
Yipaininr; 2021 Ksirenp 22-23; XapkiB. XapkiB: JlepkaBHa ycTaHOBa

«Hamionaneuuit 1HCTHUTYT Tepamii im. JI. T. Manoi HarmionansHoi akamemii
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29.

30.

31.

MennyHux Hayk Ykpainwy; 2021, c. 30. (Ocobucmuii enecox 3006ysaua
cmanosums 80,0 % npayi: ananiz rimepamypHux OaHux, OU3AauH OOCIIONHCEHHS,
BUKOHAHHSI eKCNEePUMEHMANbHUX OO0CNI0NCeHb, CMAmuUcCmuyHa obpodoka ma
IHmepnpemayisi OMPUMAHUX De3YTbmamis, HANUCAHHA OCHOBHO20 MEKCHLY,
Popmy08aHHSA BUCHOBKIR).

I'magkux @B, Manuenko AO, MuxaitioBa III. CtaH nmepekMcHOro OKHCICHHS
JMIIB IPU €KCIIEPUMEHTAIBHOMY PEBMATOITHOMY apTPUTI HA TII1 3aCTOCYBAHHS
auKIo(deHaKy HaTpito Ta KPIOKOHCEPBOBAHOTO €KCTPAKTY IUIalleHTH. Mamepianu
XVIII Mixcnapoonoi naykosoi koughepenyii cmyoenmis, Moa00ux HaAyKoeyie ma
Qaxisyie «Axmyanvui numanns cyyacroi meouyunuy; 2021 Ksitens 22-23;
XapkiB. XapkiB: XapkiBcbkui HarioHanbHuil yHiBepcuTeT iM. B. H. Kapa3zina
MOH Vkpaiau; 2021, c. 46—7. (Ocobucmuii enecox 3000ysaua cmaHo8ums
70,0 % npayi: ananiz nrimepamypHux Oanux, OU3auH OOCAIONCEHHS, BUKOHAHHSL
eKCNepUMEHMAIbHUX O0CTI0ONCeHb, CMamucmuyHa oopooka ma inmepnpemayis
OMPUMAHUX pe3YIbmamie, HANUCAHHA OCHOBHO20 MEKCMY, @OopMYIt08aHHS
BUCHOBKIB).

Fmagknx ®B, Ymwx MO. Pexumu BBeIEHHS 1 NMPOTHBHPA3KOBA AKTHUBHICTH
KPIOKOHCEPBOBAHOTO EKCTPAKTy IUIAIICHTH MPU TacTPOMATIAX, 1HIYKOBAHUX
HECTEePOITHUMHU MPOTHU3ANAIBHUMK 3aco0amu. Mamepianu 45-i wopiunoi
KOH@epenyii Monooux 6ueHux «Xono0 6 0ionocii ma MeouyuHi: aKmyaivHi
numauHsa Kpiobionozii, mpauncnianmono2ii ma 6iomexnonoeii — 2021»; 2021
TpaBenn 19; XapkiB. XapkiB: [HCcTUTYT mpoOiem kpioGionorii HarmionanbHoi
akagemii Hayk VYkpaimm; 2021, c. 26. (Ocobucmuii emecox 3000ysaua
cmanosums 80,0 % npayi: ananiz nimepamypuux OaHux, Ou3auH O0CNIONHCEeHHS,
BUKOHAHHA EeKCNePUMEHMANbHUX OO0CNIONCeHb, Ccmamucmuyna obpodoka ma
iHmepnpemayisi OMPUMAHUX pe3VIbMmamis, HANUCAHHA OCHOBHO20 MEKCHY,
DOpMYNI0BaAHHS BUCHOBKIB).

I'naaknx @B, Ymwx MO. BrimB MenokcukamMy Ta KpIOKOHCEPBOBAHOTO
EKCTpPaKTy IUIAIICHTH Ha CEKPETOPHY AaKTHUBHICTh INIIyHKA B EKCIEPUMEHTI.

Mamepianu naykogo-npaxmuuHoi KoH@epenyii 3 MidcHapooOHo yuacmio. «42

22



32.

33.

naykosi uyumanusa im. O. O. bocomonvysy, 2021 Tpasenp 24, KuiB. Kwuib:
Hamionaneauit meanunuii yaisepcutetr iM. O. O. boromonbust MO3 Ykpainu;
2021, c. 47-8. (Ocobucmuii snecok 3006ysaua cmanosums 60,0 % npayi: ananis
IMepamypHux OaHux, OU3auH OOCHIONHCEHHs, BUKOHAHHA eKCHEePUMEHMATbHUX
00CNIOJHCEHb, CMAMUCMUYHA 00poOKa ma iHmepnpemayis OMpPUMAHUX
pe3yIbmamis, HanUCaHHs OCHOBHO20 MEKCMY, (hOPMYIIOBAHHS BUCHOBKIB).

I'nagknx @B, YUk MO. [HTEeHCUBHICTD JECTPYKTUBHUX IMPOIECIB CHOJYYHOI
TKAaHUHU TIPU  EKCIEPUMEHTAJIbHOMY PEBMATOITHOMY apTpUTi Ha Tl
3aCTOCYBaHHS KPIOGKCTpaKkTy IulalleHTU. Kruinivna ma npoghinakmuuna
meouyuna. 2021; 2 (16): Mamepianu naykoso-npaxmuunoi KoHgpepenyii
monooux  euenux  «Cyuacni  OocaecHeHHSI | NEPCHNEKMUBU  PO3GUMKY
npoghinakmuynoi ma xainiunoi meouyunuy); 2021 Tpapus 27; KuiB. Kuis:
Jlep>kaBHA HaykoBa ycTaHOBa «HaykoBO-TIpaKTUYHUHN HEHTP NMPODIIaKTUIHOT Ta
KIIiHIYHOT MeauiuHu» JlepkaBHoro ympapmidHs crnpasamu; 2021, c. 100.
(Ocobucmuii  enecox  3006y6aua  cmanosumo 80,0 %  npayi.  ananis
IMepamypHux OaHux, OU3AuUH OOCHIONHCEeHHs, BUKOHAHHA eKCHePUMEHMATbHUX
00CNIOJCEHb, CMAMUCIMUYHA 00poOKa ma IHmepnpemayis OMpPUMAHUX
Pe3yIbmamis, HAnUCAHHs OCHOBHO20 MEKCMY, (POPMYTIOBAHHS BUCHOBKIB).

Fnagknx ®B, Ymwx MO. CekperopHa aKTUBHICTh IUIYHKA Ha TJI1 Hapi3HOTO
BBEJICHHS JHUKJIO(EHAKy HATPII0 Ta KPIOKOHCEPBOBAHOI'O €KCTPAKTY IUIAIICHTH.
Mamepianu naykoso-npaxmuuHoi xougepenyii 3 mixcHapoonoio yuacmio. «IX
Haykoea cecia IHcmumymy 2acmpoenmeponocii  Hayionanvnoi axaoemii
MmeOuynux Hayk Ykpainu. Hoeimni mexwnonocii 6 meopemuyHiti ma KiiHIYHIlU
eacmpoeumeponoeiiy; 2021 UYepenbp 17-18, duinpo. Juinpo: [lepxkaBHa
ycTaHoBa «IHCTUTYT TacTpoerTeposiorii HamonansHOT akageMii METHIHUX HAYK
Yxpaiaw»; [acmpoenmeponocia. 2021; 2. 132-3. (Ocobucmuii 6necok
3000y8aua cmanosums 80,0 % npayi: ananiz rimepamypHux Oauux, GUKOHAHHSL
eKCNepUMEHMAIbHUX O0CIIOHCEHb, CIMamucmuyHa oopooxka ma inmepnpemayisi

ompumarnux pe3yﬂbmami6, HAnucarHsi OCHOBHO2O mekcmy).
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