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1. MopdodyHK1ioHaNbHUN CTaH IMyHOKOMIIETEHTHUX KJIITUH [1€4iHKWA B HOPMIi Ta [1pY JOBrOTPUBAIIOMY 0JIOKYBaHHI
CHUHTE3Y JIIOTEIHI3yI04Or0 FTOPMOHY TPUIITOPEJIIHOM Y 1IYPiB
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Pedepar:

1. Pynp M.B. MopdodyHKIiOHaNIbHNI CTaH IMyHOKOMIIETEHTHUX KJIITUH [1€4iHKMA B HOPMIi Ta NIPY JOBrOTPUBATIOMY
0JI0KyBaHHI CMHTE3Y JI0TeiHi3yl040ro ropMOHY TpUIITOpPEsiHOM Y ypiB — KBasnidikalifina HaykoBa npats Ha
IIpaBax PyKoOMNucy. Y gucepTalii HaBeJIeHO TEOPETUYHE y3araJbHEHHS Ta HOBE BUPIlIE€HHS HAYKOBOI 3a1a4i —
KOMIIJIEKCHOTO JIOCJIiI)KEHHS1 IMyHOKOMIIETEHTHUX KJIiTHMH II€YiHKU 11ypiB [IpY LOBrOTPUBAJIIOMY 0JIOKYBaHHI
CHHTE3y JIOTEIHI3yI040ro TOPMOHY TPUNTOPEJIIHOM Ta BBEIEHHSIM KBEPLIETUHY B SIKOCTi KOpeKTopa. [IpoBenene
KOMIIJIEKCHE OCJIIPKEHHS NO3BOJISIE BCTAHOBUTY, 1110 TPUBAJIE€ 3aCTOCYBAaHHS TPUNITOPEJIIHY 3yMOBJIIOE CTaAiNHY
nepebynoBy KJIITHHHOTO CKJIaJly HEIIAPEHXiMHOTO anaparTy Ie4iHKHY, sIKa XapaKTepU3yeThCsl BUPKEHOIO aKTHBallielo
MakpodarasbHOi JaHKU Ha TJ1i Pa3HUX KOJIMBaHb YUCEJIBHOCTI KJIiTHH ITO Ta iMmbouuTi. Haii6inbm cTabiipHUM Ta
CTaTUCTUYHO 3HavymuM (mpu p<0,01) HacligKOM BBEIEHHS IPENapaTy € CTPiMKe Ta IPOrpeCcylode 3pOCTaHHS

KisibKocTi kiitiH Kyndepa. Bxxe Ha 30-Ty o6y ix uncesnpHicTs 3pocTae Ha 408%, csaraiouy MakCUMyMy 1o 365-i



06U (3pocTaHHs y 7,2 pa3a MOPiBHSIHO 3 KOHTpoJieM). [JuHamika aiM@pOLIUTIB JEMOHCTPYE BUPKEHY AEIPECiIo B
cepenHbOCTPOKOBOMY Nepiofni: Hanrnuobmuil crag gpikcyerbes: Ha 90-Ty 100y (3HMXKeHHS Ha 59%, nnpu p<0,01). o
270-365-1 o6y criocTepiranacs NOBHA HOpMasli3alist YMCesbHOCTI JTiMPOLUTIB 10 IOKA3HMKIB KOHTPOJIbHOI IPyIIN.
BBeneHHS TpUNTOPEJIiHY 3 KOPEKLi€I0 KBEPLIETUHOM CIIPUYMHSE CYTTEBI Ta TPUBAJli 3MiHY IMyHOKOMIIETEHTHOTO
KJIITUHHOTO CKJIafy nediHku. Haii6inbi cTabisibHOO Ta BUPAKEHOIO PEAKLIEI0 € JOCTOBIpHE I TpHBaJjie 3POCTAHHS
KisIbKOCTi Makpodaris y BCi TEpMiHU CIIOCTEPEXKEHHS, 110 CBiUNTh IIPO aKTUBAllil0 MaKpodaraabHOi JaHKU
MiCLIEBOr'O iMyHHOT'O 3aXMCTY Ta PO3BUTOK XPOHIYHOI iIMyHHOI Bi[INIOBiAi. 3MiHU KiJIbKOCTi KJIiTHH ITO Ta JiMpOLUTIB
MaIOTh XBUJIENIOiOHNI XapaKTep i3 nepiogamu HopMaslizalii Ta MOBTOPHOI aKTUBALLil, [0 BKa3y€e Ha afalTaliiiHO-
KOMIIEHCATOPHI ITPOLlecy B IeYiHLj IIiJ BIZIMBOM BBEJEHHS KBepLeTUuHy. TpuBase 6JI0KyBaHHS CUHTE3Y
JIIOTEiHI3yI040ro rTOpMOHY TPUIITOPEIHOM IIPU3BOJIUTH /10 IIPOrPECYI0YOTro 3pOCTaHHs eKkcrpecii 6inka SI00A9 y
TKAHVHAaX I1€4iHKU. BJIOKyBaHHs CUHTE3Y JIIOTE€IHi3yI040ro TOPMOHY BUKJIMKA€ PAHHIO aKTMBALIiI0 3arajlbHOI
nonysuii makpodaris. MakcumasnpHui ik excrpecii CD68+ npunazgae Ha 90-Ty 100y (3pocTanHs y 5,25 pasu), o
BKa3ye Ha iHTeHCUBHY a3y (paronutapHoi akTHBHOCTI Ta IEPBUHHY BiJ[IOBilb Ha IOLIKO/KEHHS I1e4iHKU. Jlpyra
XBWJISI 3DOCTaHHs Ha 365 00y CBiUUTh ITPO Mepexif MPOLeCy Y XPOHiYHY GOPMY 3 IOBTOPHOIO aKTUBALLEI0
iMyHHUX KIiTHH. EKcnipecig Mmapkepa CD163+, mo xapakrepu3ye aabTEPHATMBHO aKTUBOBaHiI Makpodgaru (tumn M2),
Mae iHIy 4acOBY TPa€KTOPilo 3 MakcuMyMoM Ha 180-Ty o6y (3poctanHs y 8,03 pasn). Lle cBinuuTh po crupoby
OpraHi3aMy KOMIIEHCYBATH 3allaJIEHHS Ta aKTUBYBATH IIPOLIECU penapallii y BiilloBiib Ha TPUBAJIUI CTPEC.
BcTraHOoB/IEHO, 1O BBEEHHA TPUIITOPEIIiHY 3 KOPEKLi€I0 KBEPLETUHOM CIIPUYMHAE CYTTEBI Ta TPUBAJIi 3MiHN
iIMyHOKOMITETEHTHOTO KJIITUHHOTO CKJIaAy rediHKy. Haii6inbm cTabiibHOIO Ta BUPaXXEHOIO PEaKIii€lo € OCTOBipHE i
TpHUBaJjie 3pOCTaHHS KiJIbKOCTi Makpodaris y BCi TEpMiHU CIIOCTEPESKEHHS, 1110 CBiAUUTD PO aKTHBALlil0
MakpodgarasbHOi IAHKU MiCLIEBOTO iIMyHHOTO 3aXMCTY Ta PO3BUTOK XPOHIUHOI iIMyHHOI BifiNIOBifi. 3MiHM KiJIbKOCTi
KJIiTYH ITO Ta 1iMQOIUTIB MalOTh XBUJIETIOLIOHUI XapaKTep i3 epiofgaMy HopMasisallii Ta MOBTOPHOI akTUBallii, 10
BKa3ye Ha aianTalliilHO-KOMIIEHCATOPHI IPOLIECU B MEYiHIIi Mif, BIUVIMBOM BBEIEHHS KBEPLETUHY. Bu3HadeHo, o
0JI0KyBaHHS CUHTE3Y JIIOTEiHi3yI0u0ro rOpMOHY BUKJIMKAE PAHHIO aKTUBALLiI0 3arajbHoi NOmyJsiLii Makpodaris.
MakcumanbHuii ik excnpecii CD68+ npunazgae Ha 90-Ty 1006y (3pocTaHHs y 5,25 pasu), 0 BKa3ye Ha iIHTEHCUBHY
¢dasy parouuTapHOi aKTUBHOCTI Ta IEPBUHHY BiAIIOBi[b HA MOMKOAKEHHS II€4iHKU. J[Ipyra xBuJisg 3pOCTaHHs Ha 365
00y CBiIUMTH PO IEepexif] Ipoliecy y XpOHIYHY GOPMY 3 IIOBTOPHOIO aKTUBALli€l0 iIMyHHUX KJITUH. BcTaHOB/IEHO,
1110 BBEJIEHHS KBEPLETHUHY 3/laTHE YaCTKOBO HiBEJIIOBATH iMYHHY BiITIOBiJlb, CBIiTMEHHSIM YOTO € TIEBHA MOAYJISLLis
aKTUBHOCTI Makpo@aris. 30kpeMa, BUCOKi piBHi CD163+ Ha Mi3HiX eTanax MOXYTb TPAKTyBaTHUCS SIK MigTPUMKa
3aXMCHOrO NIOTeHIjay neviHky Ha GoHi xiMivyHOI KacTpaliii, BUKJIMKaHOi TpuntopesiHoM. [TokazaHo, mo
dapmaxosioriyHa 6;10kaia CUHTE3Y JIIOTEiHi3yl040ro rOpMOHY IJISIXOM BBEJIEHHS TPUNTOPEJIiHY CIIPUYMHSIE
PO3BUTOK HITPO3aTUBHOT'O CTPECY B MEUiHIi MYPiB, SKUI XapaKTepU3yeThCs IOPYIIEHHSIM CIiBBiAHOLUIEHHS
ingyun6ensHoi NO-crHTa3u /apriHasy, Ta MOXKe CIIyTyBaTH MifTBepIKEHHIM NepeBakaHHsl M1 peHoTuny
Makpo@ariB y TKaHMHaX I1€4iHKU Ha TJIi TOPMOHAJIbHOTO MCcOaaHCy 3 MAKCUMYMOM Ha OCTaHHIX TepMiHax

€KCIIEPUMEHTY.

2. Rud M.V. Morphofunctional state of immunocompetent liver cells in normal conditions and during long-term
blockade of luteinising hormone synthesis by triptorelin in rats - Qualification scientific work on the rights of the
manuscript. The dissertation presents a theoretical generalization and a new solution to a scientific problem - a
comprehensive study of immunocompetent cells of the rat liver during long-term blockade of luteinizing hormone
synthesis with triptorelin and administration of quercetin as a corrector. The comprehensive study allows us to
establish that long-term use of triptorelin causes a staged restructuring of the cellular composition of the non-
parenchymal apparatus of the liver, which is characterised by pronounced activation of the macrophage link
against the background of phase oscillations in the number of Ito cells and lymphocytes. The most stable and
statistically significant (at p<0.01) effect of the drug administration is a rapid and progressive increase in the
number of Kupffer cells. Already on the 30th day, their number increases by 408%, reaching a maximum by the
365th day (a 7.2-fold increase compared to the control). The dynamics of lymphocytes show a pronounced
depression in the medium term: the deepest decline is recorded on the 90th day (a decrease of 59%, at p<0.01). By
the 270th-365th day, the number of lymphocytes had completely normalised to the control group levels. The



administration of triptorelin with quercetin correction causes significant and prolonged changes in the
immunocompetent cellular composition of the liver. The most stable and pronounced reaction is a reliable and
prolonged increase in the number of macrophages throughout the observation period, indicating the activation of
the macrophage link of local immune defence and the development of a chronic immune response. Changes in the
number of Ito cells and lymphocytes are wave-like in nature, with periods of normalisation and reactivation,
indicating adaptive-compensatory processes in the liver under the influence of quercetin administration.
Prolonged inhibition of luteinising hormone synthesis by triptorelin leads to progressive increase in SI00A9
protein expression in liver tissues. Inhibition of luteinising hormone synthesis causes early activation of the
general macrophage population. The maximum peak of CD68+ expression occurs on day 90 (a 5.25-fold increase),
indicating an intense phase of phagocytic activity and a primary response to liver damage. The second wave of
growth on day 365 indicates a transition to a chronic form with re-activation of immune cells. The expression of
the CD163+ marker, which characterises alternatively activated macrophages (type M2), has a different temporal
trajectory with a maximum at 180 days (an 8.03-fold increase). This indicates an attempt by the body to
compensate for inflammation and activate repair processes in response to prolonged stress. It has been
established that the administration of tryptorelin with quercetin correction causes significant and prolonged
changes in the immunocompetent cellular composition of the liver. The most stable and pronounced reaction is a
reliable and prolonged increase in the number of macrophages throughout the observation period, indicating the
activation of the macrophage link of local immune defence and the development of a chronic immune response.
Changes in the number of Ito cells and lymphocytes are of a wave-like nature with periods of normalisation and
reactivation, indicating adaptive-compensatory processes in the liver under the influence of quercetin
administration. It has been determined that blocking the synthesis of luteinising hormone causes early activation
of the general macrophage population. The maximum peak of CD68+ expression occurs on day 90 (a 5.25-fold
increase), indicating an intense phase of phagocytic activity and a primary response to liver damage. The second
wave of growth on day 365 indicates a transition to a chronic form of the process with repeated activation of
immune cells. It has been established that the administration of quercetin can partially neutralise the immune
response, as evidenced by a certain modulation of macrophage activity. In particular, high levels of CD163+ in the
late stages can be interpreted as maintaining the protective potential of the liver against the background of
chemical castration caused by tryptorelin. It has been shown that pharmacological blockade of luteinising
hormone synthesis by the administration of tryptorelin causes the development of nitrosative stress in the liver of
rats, which is characterised by a disturbance in the ratio of inducible NO synthase /arginase and may serve as
confirmation of the predominance of the M1 macrophage phenotype in liver tissues against the background of

hormonal imbalance, with a maximum at the end of the experiment.
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