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HucepramiiiHa poOd0Ta IpPUCBAYEHA EKCIIEPUMEHTAIBLHOMY OOIPYHTYBaHHIO
HOBOI'O PILIEHHSI HAYKOBOT'O 3aBJIaHHS, CIPSMOBAHOIO HA JIOCIIKEHHS BIUIUBY
kpioekctpakry  ruanientd  (KEII) 3a  mpodutaktuyHOro,  JIIKyBaJbHO-
PO UIAKTUYHOTO Ta JIKYBaJIBLHOTO PEXKUMIB 3aCTOCYBaHHS Ha Mepeodir BUpa3KoBOT
xBopoOu (BX) Ta rocTpux 1 XpoHIUHUX ypaxKe€Hb NEUIHKHU.

HocnimpkeHHs: npoBefeHo Ha 364 HemiHIWHUX JabopaTOpHUX HIypax 000X
cTaTeil Ha 0a3l HaBYAJIBHO-HAYKOBOTO IHCTUTYTY OioJjorii, ximii Ta Giopecypcis
YepHIBEIILKOIO  HAI[lOHAJIbHOTO  yHiBepcutery iMmeHi HOpis  ®DeapkoBuya
MiHicTepcTBa OCBITM 1 Haykd YKpaiHM Ta BIIIULY €KCHEPUMEHTAIbHOI
KpioMeauuuHu [HeTuTyTy mpobsieM KpioOioiorii 1 kpiomenuuuHu HaiioHanbHOT
akanemii Hayk Ykpaiau (IIIKiK HAH Ykpainn).

Mema pobomu — BctanoBuTH BruB KEII Ha nepeOir Bupa3KyBaHHS HUTyHKa
Ta TOKCUYHI YPaXECHHS TIEYIHKH.

06 ‘exkm Oocniddcenns — nepedir MaTOJOTIYHUX 3MIH y CIU30Bid 0OOJIOHIII
nutyHka (COIIl) ta mewiHIll nrypiB Ha T €KCIEPUMEHTAIBHOTO BUPA3KyBaHHS Ta
YpaKEeHHS MTApEHXIMHU TIEYIHKHU.

IIpeomem oOocnioxncennuss — Olonoriudi BmactuBocti KEII Ta mpenapati
MOTPIMHOI TPOTUBUPA3KOBOI TEparTii.

[IporuBupaskoBy aktuBHicTh (IIBA) KEIl BuBuUanmu 3a pI3HHX PpPEKUMIB
BBEJICHHS Ha EKCIEPUMEHTAIbHUX MOJEISIX yIbIEPOreHe3y y ILIyHKY,

1HAYKOBAaHOTO  COUPTOBO-NpenHi3oMoHoBo  cymimmo  (CIIC), crpecom,



CEpOTOHIHOM Ta OLTOBOI KHCIOTOw. JlaHo xapakrepuctuky crany COII 3a
JAHUMH MaKpOCKOIIIYHOTO, TATOMOP(OJIOTTYHOTO Ta 610XIMIYHOTO JOCIIIKECHb.

OtpuMaHi 3a pe3yiabTaTaMH JOCHIDKCHb JaHl JaJIM MOXJIUBICTh 3pOOUTH
BUCHOBKH, 10 mpodimaktuune BBeneHHs KEII na mopmeni CIIC-iHaykoBaHOTO
yIBIEPIeHe3y NPHU3BEIO 10 CTaTUCTUYHO BiporigHoro (p <0,05) 3HuXKEHHS
BHUpa3koBoro iHaekcy (BI) y 7,4 pa3u BITHOCHO MOKAa3HUKIB TBAPUH KOHTPOJILHOI
rpynu, mo BiamoBigano I[IBA wa piBai 86,5 %. 3a NiKyBaJbHOTO PEXKUMY
3aCTOCYBaHHSA BKa3aHOro Kpiloekctpakty BinmiueHa [IBA wa piBai 22,2 %.
JlikyBanbHO-nipoiiakTHuHe 3acTocyBaHHs KEII unHMIIO aHTUYJIBLEPOTEHHY 110
Ha piBHI 92,3 %, MO CHIBCTABISIOCH 3 aHAJIOTIYHOIO aKTUBHICTIO €30MEINPa30Iry
(97,4 %). Ha Mozeini cepOoTOHIH-IHAYKOBAHOTO YJIBIIEPOTreHe3y BCTAHOBJICHO, IO
npu 3actocyBanHi KEII y nmikyBanbHO-TipodinaktuuHomy pexkumi Bl y 13,7 pazis
OyB HIKYMM HDK Yy HEJIIKOBAaHUX TBAapWH, BIAMOBIAHO AaHTHYJIBIIEPOTEHHA
aKTHUBHICTH cTaHoBmWiIa 92,6 %.

JloBesieHO, 10 Ha MOJENl CTpPEeC-1HAYKOBAaHOI BHUPA3KH HUTYHKA BBEICHHS
KEII npusBeno no craructuuno BiporigHoro (p < 0,05) sumwxkenns Bl BigHOCHO
MOKa3HUKIB IIIyPiB KOHTPOJIbHOI rpynu y 9,8 pasis, mo Bianosigano [IBA Ha piBHI
89,7 %. TlpodinakTrnuHe 3aCTOCYBaHHS BKa3aHOTO KPIOGKCTPAKTY IMPHU3BEIIO [0
3poctanHs enepreruaroro 3apsany (E3) B romorenarax COII (p < 0,001) na 35,1 %,
nigsumenas (p < 0,001) anTHOKCHMAaHTHO-TIpOOKCHIAHTHOTO iHAekcy (AIll) vy
3,1 pa3u BITHOCHO MOKA3HUKIB IIypiB KOHTPOJIBHOI TPYIH, a TAKOX J0 3POCTaHHS
piBas (p < 0,01) 3aransHoro 6Oinka (3b) Ha 29,0 %, 3menmenns Bmicty (p < 0,01)
okucHomoiupikoBanux 611kiB (OMB) Ha 20,6 % Ta 3poctanns piBHs dhocdoiniiiB
(®JI) y mymi 3araneaux minigie (p <0,001) y 2,3 pasu B romorenarax COIII
BIJTHOCHO ITOKQ3HMKIB HEJIIKOBAHUX TBapHH.

3a JIKyBaJIbHOTO pEXUMY 3aCTOCYBaHHS Ha MOJENI YJbIEpOTeHE3Y,
iHayKoBaHoro onroBoto kucinotoro, [IBA KEII cranosmma 30,2 %. Benenus
JOCITIIKYBAHOTO KPIOGKCTPAKTy IIICJIsI CTOBOYpOBOi KpioJC€HEpBaIii ILTyHKA
(CKIL) mpu3Beso 10 3HWKEHHs 3araibHol kuciaotHocTi (p < 0,001) na 24,2 % Ta

samkeHHs (p < 0,001) piBHS BibHOI KUCIOTHOCTI Ha 48,7 % Ta, BIANOBIIHO, 10



sHmkeHHs (p < 0,001) cmiBBiIHOIIEHHS «BUIbHA/3B’s13aHA KUCIOTHICTBY Yy 2 pa3u
MOPIBHSHO 3 TOKAa3HUKAMU Y IHTAKTHUX TBapHH.

I'enatotpornny airo KEII nocnimkyBanu 3a mpodiIakTHYHOTO, JIIKYBaJIbHOTO
Ta  JIKYyBaIbHO-IPO(ITAKTUYHOTO PEKHUMIB  3aCTOCYBaHHS Ha  MOJCIAX
terpaxjopmerad  (TXM)-inagykoBanoro, D-ramakro3aminoBoro (JAI'A) Ta
napareTamMosioOBOr0 ypaK€Hb TMEUYIHKKM Yy IypiB. 3a JaHUMU Ol0XIMIYHHMX
JOCTIPKeHb KpPOBI Ta TOMOTreHaTiB mMeuiHku naHo omiHky BrmBy KEII Ha
(GyHKI[IOHATBHUIN CTaH TMEeYiHKH. BCTaHOBIEHO HasBHICTh AHTUXOJECTATUYHOI Ta
€HeprocTabuI3yo4oi Aii  y JOCHIIKYBAHOTO KpPIOGKCTPAKTY NPH TOCTPUX
YPa)KEHHAX NEYIHKU.

[IpoBeneni mocmimxeHHs nokazanu, mo 3actocyBaHHs KEII npossisiio
BHUPA3HY I'eNaTO3aXMUCHY [0 HA MOJEJISIX TOCTPUX TOKCHYHUX YpaKeHb MEUIHKU.
[Mpodinaktuune BBenenHs KEII TBapunam 3 TXM-iHAyKOBaHUM Te€NaTHUTOM
npusBesio 70 3HWwkeHHs BMicTy (p <0,01) peakraHTiB 3 2-TioOpapOiTypOBOIO
kucinotoro  (TBK-PIT) wa 35,6 %, 3uwkenns  piBHiB  (p < 0,001)
ananiHamiHoTpanc(epasn (AnAT) Ta acmaprtatamiHorpaHcdepasu (AcAT) Ha
56,0% Ta 48,6% BigmoBimHO, 3HWKeHHs Ha 37,8%  piBHa Y-
rnytaminTpacrnentuaasu (y-I'TIT) Ta spocranns piBas E3 B romoreHarax TKaHWHH
nevinku (p = 0,02) na 18,2 % BimHOCHO TOKa3HUKIB IIypiB 3 TXM-iHIyKOBaHUM
renaTuToM Oe3 JikyBaHHs. JlikyBanbHO-nipodinakTrune BBeneHHs KEII TBapunam
3 AI'A-IHlyKOBaHUM T'e€NaTUTOM CYIpPOBOKYBaJIOCH 3HMKEHHAM BMicTy TBK-PII
(p <0,001) Ha 43,8 %, 3umxennsaMm piBHiB ATAT (p < 0,001) y 2,4 pasu ta AcAT
(p <0,001) Ha 45,3 %, Ta 3HMKEHHSIM PIBHIO 3araabHOro O1ipyoiny (p < 0,001) Ha
53,5 % BigHocHO moOka3HWKIB TBapuH 3 JI['A-iHaykoBaHUM TematutoM 063
nikyBanHs. KEII 3a nikyBanbHOrO peXXMMy 3aCTOCYBaHHS y IIypiB 3 MapareTamo-
1HIyKOBAaHUM TEIATUTOM MPU3BOAMB N0 3pocTanHs 3HaueHHs Alll y romorenarax
nevinku (p < 0,01) y 2,3 pa3u, a TakoX 10 3HWKEHHS aKTUBHOCTI AJIAT Ta ACAT
(p <0,001) Ha 44,0 %1 29,6 % BiAMOBIAHO Ta 3HMKECHHS PIBHS IPSIMOTO O1TIpyOiHY
(p<0,001) Ha 52,5% y cupoBaTii KpOBI BIJHOCHO TIOKAa3HHWKIB TBapuH 3

napareTaMmoJi-1HIyKOBaHUM T'e€NaTUTOM Oe3 JIIKyBaHHS.



Bcranosnena remarozaxucHa fAiss KEII Ha Monensix roctpux ypakeHb
MEYIHKM Yy IIypiB CAyryBajla MIATPYHTSIM  JIOCHIKEHHS  e(EKTUBHOCTI
po1TaKTUYHOTO 3aCTOCYBAHHS 3a3HAYEHOTO KPIOGKCTPAKTy Ha TJII XPOHIYHOTO
eTaHoJI-TeTpaxjopMeTaH-iHayKoBaHoro (ETXM) ypakeHHs Ne4YiHKM Ta HOro
MOEHAHHS 3 YPAKEHHSIMHU TEYIHKM TMPOTUBUPA3KOBUMHU  3aco0aMu  —
€30MEMpPa3oioM, KJIapuUTpoMilluHOM Ta MeTpoHigazonoM (E/K/M) 3a ix
KOMOIHOBAHOTO 3aCTOCYBaHHSI.

3acrocyBanna KEII Ha Tmi komOGiHoBaHOro HapizHoro BBeaeHHs E/K/M y
TBapuH 3 XpoHIYHUM ETXM ypakeHHSM MEUYiHKH NPHU3BOAWIO JI0 OCIAOJEHHS
rernaroTOKCUYHOI M1 MPOTUBHUPA3KOBUX 3ac00iB, 110 MATBEPAKYBAJIOCH
3HIKEHHAM akTUBHOCTI AJTAT Ta AcAT (p < 0,05) Ha 30,0 % Ta 49,2 % BiAmoBiTHO
Ta 3HUKEHHSM KOHIIEHTpallii 3arajnpHoro outipyOiny (p < 0,01) na 41,7 % BigHOCHO
MOKa3HUKIB TBAPUH 3 AHAJOTIYHUM Ypa)KCHHSIM TMEUYIHKH, SIKUM BBOJIWIM BKa3aHI
MPOTUBHUPA3KOBI Tpenaparu, o Oyino HwkuuMm (p <0,001) wa 25,5%, 3a
MOKa3HUKWA TBApPUH 3 YPAKEHHAM IMEYIHKH, SKUM HE BBOJWJIM MEIMKAMEHTO3H1
3aco0U.

Kom06inoBane 3actocyBaHHs npoTuBupaszkoBux mnpenapariB ta KEII na Tmi
xpoHiyHOrOo ETXM ypakeHHs TME4YlHKH MpOSBISIIO TEHAEPHO JE€TePMIHOBaHI
BIIMIHHOCTAMH BIUIMBY. Tak, y mrypiB-caMiiB 0€3 3MiHM TOPMOHAJIBHOTO CTaTyCy
npoaeMoHcTpoBaHo Oinbmie y 1,6 pasu 3umwkenns (p <0,001) Bmicty Ginipybiny
(43,1 %), nix y camunp (27,4 %). Beenenns KEII B aHamoriyHux ymoBax
EKCIIEpUMEHTY Yy CaMHIlb IIypiB 0€3 3MIHM TOPMOHAJIBHOTO CTATYCy
cynpoBoKyBaioch Hmwkuoto (p<0,01) wa 34,5% akrusnictio y-I'TIT y
roMoreHaTax IMEUYiHKH, HDK y CaMUIlb NIypiB, SKMUM HE BBOJWJIW BKa3aHUU
KpIOEKCTpakT. Y caMuilb IIypiB micis oBapiekrtomii, skum BBoauiau KEII
aktuBHICTh V-I'TIl y romorenatax neuinku Oyna Huxuoro (p <0,01) na 45,8 %
BIJTHOCHO ITOKA3HMKIB CaMHIIb, SKUM BKa3aHUM KPIOEKCTPAKT HE BBOIUJIH.

Haykosa Hosusna odepycanux pe3ynbmamis. Brepiue A0CTIIKEHO
mexaHismu [IBA KEII 3a npodinakTU4HOro, JKYyBaJIbHOIO Ta JIIKYBaJbHO-
npodiJaKTUYHOTO  PEKUMIB  3aCTOCYBaHHS  Ha  MOJENSAX  CIUPTOBO-

HpCJIHiSOJ'IOHOBOFO, CTpECOBOIO, CepOTOHiHOBOFO Ta ONTOBOKHUCIIOIO YPaXCHb



NUTyHKa y 11ypiB. BuBueHO edexkTr KOMOIHOBAaHOTO 3aCTOCYBaHHS MpemnaparTiB

noTpiiiHoi mpoTuBuUpazkoBoi Tepamii Ta KEII B mopiBHSHHI 3 MOHOTEpaIi€ro

aHTUYJbLIEPOTEHHUMH 3acobamu. Brmepie BUBYEHO BIUIUB KOMOIHOBAHOTO
3aCTOCYBaHHs TMOTPIHHOI mpoTuBHpa3zkoBoi Tepamii Ta KEII Ha mnepeobir
eKCIIepUMEHTaIbHOT0 XpoHiyHOTO ETXM ypakeHHSIM MEUYIHKH Ta BUBYEHO POJIb

CTaTeBUX UYMHHHUKIB y MEXaHI3MaxX racTpo- Ta rernaTonpoOTEeKTOPHOI aKTHUBHOCTI

KEIL

BcranoBrnena mpoTtuBMpaskoBa Ta Temaro3axucHa akTtuBHICTE KEII
OOTPpYHTOBYE IOIIIBHICTh MPOBEACHHS MOJANBIINX JOKIIHIYHUX Ta KIIHIYHUX
JOCITIKEHb 3 METOI0 PO3MIMPEHHS TMOKa3iB J0 3aCTOCYBAHHS JOCIIIHKYBaHOTO
EKCTPAKTY, 30KpEMa B raCTPOCHTEPOJIOTIi Ta renaToorii.

Ilpakmuune 3HaAueHHs OMPUMAHUX pe3yYabmamié TOJArae B TOMY, IO
BUKJIQJICHI B JUCEPTAIlIHHOMY JOCTIPKeHI TOJIOKEHHS, MalTh TEOPETUKO-
MPUKIIAJAHY CIIPSIMOBAHICTD 1 MOXKYTh OyTH BUKOPHUCTaHI y:

—  0C8IMHbLOMY Npoyeci — IK OCHOBA I PO3IIUPEHHS BIJOMOCTEH MPO CydyacHi
MPOTUBHUPA3KOBI Ta TemaTo3axMCHI Jikapchki 3acobu (JI3) y BukiamaHHi
dbapmakosorii, KIiHIYHOT (hapMaKojorii Ta BHYTPIIIHBOI MEAUIIMHH, 30KpeMa
racTpOEHTEPOJIOTIi, BIPOBAKEHHSI OTPUMAHUX BIJIOMOCTEH Y HAYKOBHH MPOIIEC
BIAMOBIAHUX Kadeap MeAUUYHUX Ta (papMaleBTUYHUX 3aKJI1a 1B BUIOT OCBITH;

— NpAaKmuyHiu OisIbHOCMI 3aKJaJiB OXOPOHH 3J0POB’S IIOA0 PO3LIUPEHHS
nokasiB 10 MeauuHoro 3actocyBanHs KEIT,

—  HAyK0B0-00CNIOHIU OisiibHOCMI — JJI1 TPOBEACHHS MOJMAJBIINX TMOTIHOJICHUX

HAyKOBUX JIOCTIKEHb MPOTUBUPa3KkoBoro Ta renatorpomnHoro edexris KEIL.

Knrwouosi cnosa: BupazkoBa XxBopoOa MUTyHKA, BUPA3KOBUHM 1HAEKC, BOIHO-
IMOOUTI3aIIAHU CTPEC, TaCTPONPOTEKIIisl, TeMaTO3aXUCHA Jisi, €TaHOBJIOBUH 1UPO3,
IHTI0ITOPH  TPOTOHHOT TOMITM, KPIOGKCTPAKT TUIAIEHTH, MPOTUBHPA3KOBA
aKTUBHICTh, CIIM30Ba OOOJIOHKA NUTYHKA, CIHUPTOBO-TIPEIHI30JIOHOBA BHpPA3Ka,
CTOBOYpOBa KpioJCHEpBaIlisl NUIYHKA, TETPaXJIOPMETAHOBHM TEMATHUT, MUTYHKOBA

cekpertisi, Helicobacter pylori.



ANNOTATION
Koshurba I. V. Antiulcer and hepatoprotective effects of cryopreserved
placenta extract (experimental study). Qualification scientific work published as
manuscript.
Thesis for the degree Doctor of Philosophy in «22 — Health Care» in the
specialty of «222 — Medicine». V. N. Karazin Kharkiv National University of the
Ministry of Education and Science of Ukraine, Kharkiv, 2024.

The dissertation is devoted to the experimental substantiation of a new
solution to a scientific task aimed at researching the effect of placenta cryoextract
under prophylactic, curative-prophylactic and curative modes of application on the
course of peptic ulcer disease and acute and chronic liver lesions.

The study was conducted on 364 non-linear laboratory rats of both sexes on
the basis of the Educational and Scientific Institute of Biology, Chemistry and
Bioresources of the Yuriy Fedkovych Chernivtsi National University of the Ministry
of Education and Science of Ukraine and the Department of Experimental
Cryomedicine of the Institute for Problems of Cryobiology and Cryomedicine of the
National Academy of Sciences of Ukraine.

The aim of the dissertation is to establish the effect of placenta cryoextract on
the course of gastric ulceration and toxic liver damage.

The object of the study is the course of pathological changes in the mucous
membrane of the stomach and liver of rats against the background of experimental
ulceration and damage to the liver parenchyma.

The subject of the study is the biological properties of placenta cryoextract and
drugs of triple anti-ulcer therapy.

The anti-ulcer activity of the cryoextract of the placenta was studied under
different modes of administration on experimental models of ulcerogenesis in the

stomach induced by an alcohol-prednisolone mixture, stress, serotonin and acetic



acid. The condition of the mucous membrane of the stomach is characterized
according to the data of macroscopic, pathomorphological and biochemical studies.

The data obtained as a result of the research made it possible to conclude that
the prophylactic administration of the cryoextract of the placenta in the model of
alcohol-prednisone ulcerogenesis led to a statistically significant (p < 0.05) decrease
in the ulcer index by 7.4 times compared to the indicators of animals of the control
group, which corresponded to anti-ulcer activity at the level of 86.5 %. Anti-ulcer
activity at the level of 22.2 % was noted during the treatment regimen of the
indicated cryoextract. Therapeutic and prophylactic use of placenta cryoextract had
an antiulcerogenic effect at the level of 92.3 %, which was comparable to the similar
activity of esomeprazole (97.4%). On the model of serotonin-induced
ulcerogenesis, it was established that when the cryoextract of the placenta was used
in the therapeutic and preventive mode, the ulcer index was 13.7 times lower than in
untreated animals, accordingly, the antiulcerogenic activity was 92.6 %.

It was proved that in the model of stress-induced gastric ulcer, the introduction
of cryoextract of the placenta led to a statistically significant (p < 0.05) decrease in
the ulcer index by 9.8 times compared to the indicators of rats in the control group,
which corresponded to antiulcer activity at the level of 89.7 %. Prophylactic use of
the indicated cryoextract led to an increase in the energy charge in the homogenates
of the gastric mucosa (p <0.001) by 35.1%, an increase in the antioxidant-
prooxidant index (p < 0.001) by 3.1 times compared to the indicators of rats in the
control group, as well as an increase the level of total protein (p < 0.01) by 29.0 %,
a decrease in the amount of oxidatively modified proteins (p < 0.01) by 20.6 % and
an increase in the level of phospholipids in the pool of total lipids (p < 0.001) by 2.3
times in homogenates of the gastric mucosa relative to the parameters of untreated
animals.

The anti-ulcer activity of the cryoextract of the placenta under the therapeutic
regimen of use on the model of ulcerogenesis induced by acetic acid was 30.2 %.

Administration of the studied cryoextract after trunk cryodenervation of the stomach



led to a decrease in total acidity (p < 0.001) by 24.2 % and a decrease (p <0.001) in
the level of free acidity by 48.7 % and, accordingly, to a decrease (p < 0.001) in the
ratio "free/bound acidity" by 2 times compared to the indicators in intact animals.

The hepatotropic effect of cryoextract of the placenta was studied under
prophylactic, curative and curative-prophylactic modes of use on models of
tetrachloromethane, D-galactosamine and paracetamol liver lesions in rats. Based on
the data of biochemical studies of blood and liver homogenates, an assessment of
the effect of placenta cryoextract on the functional state of the liver was given.
Anticholestatic and energy-stabilizing effects of the investigated cryoextract in acute
liver damage were established.

The conducted studies showed that the use of cryoextract of the placenta
showed a pronounced hepatoprotective effect on models of acute toxic liver lesions.
Prophylactic administration of cryoextract of the placenta led to a decrease in the
content of reactants with 2-thiobarbituric acid (p < 0.01) by 35.6 %, a decrease in
the levels of alanine aminotransferase and aspartate aminotransferase (p < 0.001) by
56.0 % and 48.6 %, respectively, a decrease by 37.8 % of the level of y-glutamyl
transpeptidase and an increase in the level of energy charge in liver tissue
homogenates (p =0.02) by 18.2% compared to the indicators of rats with
tetrachloromethane hepatitis without treatment. Therapeutic and prophylactic
administration of cryoextract of the placenta was accompanied by a decrease in the
content of reactants with 2-thiobarbituric acid (p < 0.001) by 43.8 %, a decrease in
the levels of alanine aminotransferase (p <0.001) by 2.4 times and aspartate
aminotransferase (p < 0.001) by 45.3 %, and a decrease in the level of total bilirubin
(p <0.001) by 53.5 % relative to the indicators of animals with D-galactosamine
hepatitis without treatment. Cryoextract of the placenta under the therapeutic
regimen led to an increase in the value of the antioxidant-prooxidant index in liver
homogenates (p <0.01) by 2.3 times, as well as to a decrease in the activity of
alanine aminotransferase and aspartate aminotransferase (p < 0.001) by 44.0 % and

29.6 %, respectively, and a decrease in the level of direct bilirubin (p < 0.001) by



52.5 % in peripheral blood relative to the parameters of animals with paracetamol-
induced hepatitis without treatment.

The established hepatoprotective effect of placenta cryoextract on models of
acute lesions of liver lesions in rats served as the basis for the study of the
effectiveness of the preventive use of the specified cryoextract against the
background of chronic ethanol-tetrachloromethane liver damage and its combination
with liver damage by antiulcer agents - esomeprazole, clarithromycin and
metronidazole for their combined use.

The use of cryoextract of the placenta against the background of the combined
injection of esomeprazole, clarithromycin and metronidazole in animals with
chronic ethanol-tetrachloromethane liver damage in rats led to a weakening of the
hepatotoxic effect of antiulcer agents, which was confirmed by a decrease in the
activity of alanine aminotransferase and aspartate aminotransferase (p < 0.05) by
30.0 % and 49.2 %, respectively, and a decrease in the concentration of total
bilirubin (p <0.01) by 41.7 % compared to the indicators of animals with similar
liver damage, which were administered the specified antiulcer drugs, which was
lower (p <0.001) by 25.5 %, for the indicators of animals with liver damage, which
were not administered drugs.

The combined use of anti-ulcer drugs and placenta cryoextract against the
background of chronic ethanol-tetrachloromethane liver damage showed gender-
determined differences. Thus, in male rats without a change in hormonal status, a
1.6-fold decrease (p < 0.001) in bilirubin content (43.1 %) was demonstrated than in
female rats (27.4 %). Administration of placenta cryoextract under similar
experimental conditions in female rats without changes in hormonal status was
accompanied by 34.5 % lower (p < 0.01) y-glutamyl transpeptidase activity in liver
homogenates than in female rats that were not administered the specified
cryoextract. The activity of y-glutamyl transpeptidase in liver homogenates was

45.8 % lower (p < 0.01) in female rats after ovariectomy, which were injected with



placenta cryoextract, compared to the indicators of females that were not given the
specified cryoextract.

The established anti-ulcer and hepatoprotective activity of the cryoextract of
the placenta substantiates the feasibility of conducting further preclinical and clinical
studies with the aim of expanding the indications for the use of the studied extract,
in particular in gastroenterology and hepatology.

The combined use of anti-ulcer drugs and placenta cryoextract against the
background of chronic ethanol-tetrachloromethane liver damage showed gender-
determined differences. Thus, in male rats without a change in hormonal status, a
1.6-fold decrease (p < 0.001) in bilirubin content (43.1 %) was demonstrated than in
female rats (27.4 %). Administration of placenta cryoextract under similar
experimental conditions in female rats without changes in hormonal status was
accompanied by 34.5 % lower (p < 0.01) y-glutamyl transpeptidase activity in liver
homogenates than in female rats that were not administered the specified
cryoextract. The activity of y-glutamyl transpeptidase in liver homogenates was
45.8 % lower (p < 0.01) in female rats after ovariectomy, which were injected with
placenta cryoextract, compared to the indicators of females that were not given the
specified cryoextract.

Scientific novelty of the obtained results. For the first time, the mechanisms
of antiulcer activity of cryoextract of the placenta under prophylactic, curative and
curative-prophylactic modes of use were investigated on models of alcohol-
prednisolone, stress, serotonin and acetic acid gastric lesions in rats. The effects of
the combined use of drugs of triple anti-ulcer therapy and cryoextract of the placenta
were studied in comparison with monotherapy with antiulcerogenic agents. For the
first time, the effect of the combined use of triple anti-ulcer therapy and placenta
cryoextract on the course of experimental chronic tetrachloromethane-induced
hepatitis with background ethanol-induced liver cirrhosis was studied, and the role
of sexual factors in the mechanisms of gastro- and hepatoprotective activity of

placenta cryoextract was studied.
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The established anti-ulcer and hepatoprotective activity of the cryoextract of
the placenta substantiates the feasibility of conducting further preclinical and clinical
studies with the aim of expanding the indications for the use of the studied extract,
in particular in gastroenterology and hepatology.

The practical significance of the obtained results lies in the fact that the
researched provisions set forth in the dissertation have a theoretical and applied
orientation and can be used in:

- educational process — as a basis for expanding information about modern
antiulcer and hepatoprotective drugs in the teaching of pharmacology, clinical
pharmacology and internal medicine, in particular gastroenterology, by
introducing the obtained information into the scientific process of the relevant
departments of medical and pharmaceutical institutions of higher education;

- practical activities of health care institutions regarding the expansion of
indications for the medical use of placenta cryoextract;

— research activities — to conduct further in-depth scientific studies of the antiulcer

and hepatotropic effects of placenta cryoextract.

Key words: gastric ulcer, ulcer index, water-immobilization stress,
gastroprotection, hepatoprotective chart, ethane cirrhosis, proton pump inhibitors,
cryoextract of placenta, antiulcer activity, gastric mucosa, alcohol-prednisolone
ulcer, trunk cryodenervation of the stomach, tetrachloromethane hepatitis, gastric

secretion, Helicobacter pylori.
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