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Pedepar:

1. Y puceprauiiiHiil po60Ti O6IPYHTOBAHO 3aCTOCYBAHHS 6€3KJIITUHHUX KPIOKOHCEPBOBAHUX 0i0JIOTTYHUX 3aCO0IB
17151 JIiKyBaHHS ayTOIMYHHUX 3aXBOPIOBaHb. O6'€KTOM [OCJIiIKEHHS BUCTYIIA€ iIMyHOKOPEKLIisl [TPY NATOJIOTiSX
iMmyHHoi npupou. [IpegmeTom mociKeHHs € 6i0J10TiuHI 3ac06U 6€3 KJIITUHHOTO KOMIIOHEHTa, Cepes SIKUX
KPiOEKCTPaKT IJIALEHTH, KPIOEKCTPAKT CEJIE3iHKU Ta KOHAMIIOHOBAaHE CEPENOBUILE MYJIbTUIIOTEHTHUX
CTOBOYPOBUX KJIITUH. METOIO OCIIKEHHSI € eKCIIEPUMEHTAIbHE OO PYHTYBaHHS €(DEKTUBHOCTI Ta 6€3MEeYHOCTI
HOBHUX METOZB Tepallii Ha OCHOBI BUBUEHHS MeXaHi3MiB [iii BkazaHUX 3aC00iB. PO60OTa 0XOIIIOE eKCIIepUMEeHTAJIbHI
MoOJeJli peBMaTOiJHOr0 apTPUTY, PO3CISIHOTO CKJIEPO3Y, ayTOIMyHHOIO TUPEOiIUTY, MiOKapIuTy, HeQpUTY Ta
rernatuty. EkcnepuMeHTH NpoBefeHi Ha 252 HesliHIHUX 1ab0paTOPHUX Lypax. YCTaHOBJIEHO, IO BCi TpU
IOCJIiI>KyBaHi 3aCO0U MPOSIBIISIIOTE CUCTEMHY IIPOTU3aNajbHy, 3HE00II0104y, HEIPOIIPOTEKTOPHY, TUPEOTPOIIHY,

Kap[ioIpOTEKTOPHY, HEDPOIIPOTEKTOPHY Ta IeraTo3axrMCHy akKTUBHICTb. BUSIBJIEHO CTaTUCTUYHO BiporinHe



3HIDKEHHS PiBHIB IIPO3alajIbHYX LIMTOKIHIB, €MKO3aHOI/iB, ayTOAHTUTLI i MapKEPiB OKUCIIIOBAJILHOTO CTPECY, a
TaKOX BiJHOBJIEHHS METa00JIiYHMX, TOPMOHAJIPHUX Ta PYHKIIOHAJBHUX [TApaMeTpPiB Y TKAHWHAX YPaXKEHUX OpPTraHiB.
Ha mopesni peBMaToiHOro apTpUTy BCTAHOBJIEHO, 10 BCi 6€3KIITUHHI 6i0JI0TYHi 3aC00 CIIPUSIN 3MEHILIEHHIO
3anajieHHs, 3HWKEHHIO 00'eMy yPaKeHOI KiHIIiBKM, KOHLeHTpalill C peakKTUBHOTO 0iJIKa Ta WBUAKOCTI OCigaHHs
epuTpouuTiB. Haii6inbmnii epeKxT BUSBIEHO y IPYII, 1[0 OTPMMYBaja KpiOeKCTPAKT IIaleHTU. Takox 3adikcoBaHO
3HIDKEHHS PiBHIB €IK03aHOiziB i Mpo3anasbHUX LUTOKIHIB Y IepudepuyHiil KPOoBi, 1110 CYyIPOBOKYBaIOCs
3HE0O0JII0BAJIbHUM €(PeKTOM Ta INOKPALIEHHSIM 3arajlbHOTO CTaHy TBapyH. Ha Moziesti po3cisiHOro ckiepoasy,
BiATBOPEHOTO WIJISIXOM iHAYKIi] ajlepriYHoro eHuedansoMiesiTy, KOHOULiOHOBAaHE CEPENOBUILE MYJIbTUIIOTEHTHUX
CTOBOYPOBUX KJIITHH 3a0e3I1e4yBajlo 3HUKEHHSI HEBPOJIOTiYHOro Aediuuty, mokpaueHHs KOTHITUBHUX QYHKIIN,
BiZJHOBJIEHHSI M'S130BOTO TOHYCY Ta HOpMaJli3allilo CIIiBBiIHOIIEHHS JIAKTATY i ipyBaTy y TKAHWHAX F'OJIOBHOTO
MO3KY. EKCIepuMeHTaIbHO LOBEAEHO MOr0 BUPaXXEHY HEMPOIIPOTEKTOPHY fito. Ha Mozeri ayroimyHHOrO
TUPEOIIUTY BBEJIEHHS 6i0JIOTiYHMX 3aCO6iB 3yMOBJIIOBAJIO 3HUKEHHS PiBHIB aHTUTIJ 4O TUPEOIJIO0YIiHY,
HOPMAaJIi3allilo 3araJlbHOro TUPOKCUHY i TPUMOATUPOHIHY Ta MOKPAIEHHS CIiBBiJHOIIEHHS BiJIbBHUX Ta 3araJIbHUX
dpakiill THpeoigHNX rTOpMOHiB. KOHIUIiIOHOBaHE CEPENOBUILE TAKOX CIIPUSJIO 3MEHIIEHHIO KOHLIEHTpaLii IgA,
IgM Ta IgG, mo CBiTYMTL PO 3HMKEHHSA ayTOIMYHHOI aKTUBHOCTI. Ha Mozies1i ayTOiIMyHHOTrO MiOKapauTy
IOCJIiIKyBaHi 32CO0U CIIPUSIIN 3MEHILIEHHIO KiHII€BO-CHUCTOJIIYHOTO 00’eMy JIiBOTO IIJIYHOYKA, 3pDOCTaHHIO (PpaKiiii
BUKUJY Ta XBUJIMHHOTO 00’eMY, 3HIDKEHHIO rinepTpodii MDKIIIyHOUKOBOI IEperopoiKy, a TakoX MiiBUIIEHHIO
aKTUBHOCTI aHTUOKCUJIAHTHUX (PEPMEHTIB y cepLeBoMy M'a3i. Hali6inbly e(eKTUBHICTb IPOLEMOHCTPYBAJIO
KOH/M1IOHOBaHE CepeOBUILE ME3EHXIMAIbHMX CTOBOYPOBUX KJIITUH. Ha Mogesi ayToiMyHHOro HeppuTy
BCTaHOBJIEHO MO3UTHBHY AMHAMIKY 3 00Ky (YHKILiOHaJIbHOTO CTaHy HUPOK. Criocrepiranocs nNoKpameHHs
KJIy60uKOBOI (PpinbTpallii, 3SHUKEHHS PiBHIB KpeaTHHIHYy, CE4OBUHU Ta 6ijIKa y Ccedi, a TAaKO>K HOpMasli3alisi akTUBHOCTI
(PEPMEHTIB, 3JIy4€HUX 10 METabO0JIi3My MOHOOKCUy HiTporeHy. Haibinpmuil epekT JOCITHYTO y Py, 0
OTpUMYBaJjia KOHAUIIOHOBaHEe CepeloBULe Me3eHXiMaJbHUX CTOBOYPOBUX KIIITHH. Y MOZeJi ayTOIMyHHOTO
rernaTUTy BCTAaHOBJIEHO 3HIDKEHHS PiBHIB 3arajbHOro 6isipybiHy, amiHOoTpaHcdepas, raMmma riyTaMminrpaHcdepasy, a
TaKOX 3POCTAaHHS KOHILIEHTPAlliil 3arajJbHOro 6ijIka Ta MOKpalleHHs aab0yMiH r100y1iHOBOTO CIiBBigHOmEHHS. KpiMm
TOTO, 3a(iKCOBaHO BiIHOBJIEHHS] €HEPTeTUYHOI'0 OOMIHY y renaToLMTax Ta 3MEHIIEeHHS YaCTKU KIIITHH 3
(parMeHTOBaHOIO 1€30KCUPUOOHYKIIEIHOBOIO KUCI0TO. HaykoBa HOBU3HA POOOTHU MOJISITa€e y BIeplie
371iICHEHOMY KOMIIJIEKCHOMY [IOCJIiZIPDKEHH] MeXaHi3MiB Aii TpPbOX 6€3KJIITUHHUX KPiOKOHCEPBOBAHMUX IIPENapariB
[IPU Pi3HUX MOJEJISIX ayTOIMyHHOI IaToJIorii. BcTaHOBJIEHO 3arabHi Ta cienu@ivyHi 3aKOHOMIPHOCTI BILJIMBY Ha
iMyHHY, €HIJOKPHUHHY, CEPLIeBO-CyJUHHY, HEPBOBY, CEYOBHUJIbHY Ta rernatodiiapHy cucTeMu. 3aiporoHOBAHO
HOBHUM MiJXi[ 4O MaTOT€HETUYHOTO JIIKYBaHHS ayTOIMyHHUX 3aXBOPIOBAHb 3 BUKOPUCTAHHSIM IIpENaparis, gKi He
MICTSTb KJIITUH, IO [03BOJISIE€ MiHIMi3yBaTH PU3MKU iIMyHHOI PEaKTMBHOCTI Ta MiABUIUTY €(PEKTUBHICTb TEPAIii.
[IpakTH4He 3HaY€HHSI POOOTU MOJISITa€ Y MOXKIIMBOCTI BAKOPUCTAHHSI OTPMMAHUX JIAHUX [J151 BIOCKOHAJIEHHS
METOJiB JIiKyBaHHS ayTOIMyHHUX 3aXBOPIOBaHb, PO3LIMPEHHS [10Ka3aHb 10 MEJUYHOIO 3aCTOCYBaHHS 6i0JIOTYHUX
3aco6iB, (POpMyBaHHS HOBUX MiIXOJiB 10 OLHKY iX €(peKTUBHOCTI. Pe3ysbTaT MOXYTb OYTH BUKOPUCTAHi B
OCBITHBOMY IIPOLIECi MEIMYHUX YHIBEPCUTETIB, y IPAKTUYHIN IisIIbHOCTI 3aK/1aJiB OXOPOHU 3I0POB’s, & TAKOXK

CJIYTYBaTU MiJIPYHTSAM [1J1 TOJAJNbIINX OOCIIIKEHD Y Tajly3i iMyHOJIOTiI Ta pereHepaTUBHOI MEAULIMHU.

2. The dissertation presents a rationale for the use of acellular cryopreserved biological agents in the treatment of
autoimmune diseases. The object of the study is immune correction in the context of immune-mediated
pathologies. The subject of the study is acellular biological agents, including cryoextracts of placenta and spleen, as
well as conditioned medium from multipotent mesenchymal stem cells. The aim of the research is to
experimentally substantiate the efficacy and safety of novel therapeutic approaches based on the mechanisms of
action of these agents. The study covers experimental models of rheumatoid arthritis, multiple sclerosis,
autoimmune thyroiditis, myocarditis, nephritis, and hepatitis. Experiments were conducted on 252 nonlinear
laboratory rats. All three agents demonstrated systemic anti-inflammatory, analgesic, neuroprotective,
thyrotropic, cardioprotective, nephroprotective, and hepatoprotective effects. A statistically significant decrease
in the levels of pro-inflammatory cytokines, eicosanoids, autoantibodies, and markers of oxidative stress was
observed, along with normalization of metabolic, hormonal, and functional parameters in affected tissues. In the



model of rheumatoid arthritis, all acellular biological agents contributed to the reduction of inflammation, volume
of the affected limb, levels of C-reactive protein, and erythrocyte sedimentation rate. The most pronounced effect
was observed in the group treated with placental cryoextract. Decreased concentrations of eicosanoids and pro-
inflammatory cytokines in peripheral blood were accompanied by an analgesic effect and general clinical
improvement. In the model of multiple sclerosis, simulated by induction of allergic encephalomyelitis, the
conditioned medium of multipotent mesenchymal stem cells led to a reduction of neurological deficits, improved
cognitive functions, restored muscle tone, and normalized lactate-to-pyruvate ratio in brain tissue. The agent
exhibited strong neuroprotective activity. In the model of autoimmune thyroiditis, administration of the biological
agents resulted in reduced levels of anti-thyroglobulin antibodies, normalization of total thyroxine and
trilodothyronine, and improved ratio between free and total fractions of thyroid hormones. The conditioned
medium also lowered concentrations of IgA, IgM, and IgG, indicating a reduction in autoimmune activity. In the
autoimmune myocarditis model, the agents contributed to a reduction in left ventricular end-systolic volume,
increased ejection fraction and cardiac output, reduced interventricular septum hypertrophy, and enhanced
activity of antioxidant enzymes in myocardial tissue. The conditioned medium of mesenchymal stem cells
demonstrated the highest efficacy. In the model of autoimmune nephritis, a positive trend in renal function was
observed. Glomerular filtration rate improved, levels of creatinine, urea, and urinary protein decreased, and the
activity of enzymes involved in nitric oxide metabolism normalized. The best outcomes were recorded in the group
receiving conditioned medium from mesenchymal stem cells. In the autoimmune hepatitis model, the biological
agents reduced levels of total bilirubin, aminotransferases, and gamma-glutamyl transferase, while increasing total
protein concentration and improving the albumin-to-globulin ratio. Additionally, restoration of energy metabolism
in hepatocytes and a reduction in the proportion of cells with fragmented deoxyribonucleic acid were recorded.
The scientific novelty of the research lies in the first comprehensive investigation of the mechanisms of action of
three types of acellular cryopreserved agents in various models of autoimmune disorders. General and specific
patterns of influence on the functional state of the immune, endocrine, cardiovascular, nervous, urinary, and
hepatobiliary systems were identified. A new pathogenetically justified approach to the treatment of autoimmune
diseases using non-cellular biological agents has been proposed, which minimizes immunological risks and
enhances therapeutic efficacy. The practical significance of the work lies in the potential application of the
obtained data for improving methods of treatment for autoimmune diseases, expanding indications for the medical
use of biological agents, and developing new approaches to evaluating their effectiveness. The results may be used
in the educational process of medical universities, in the clinical practice of healthcare institutions, and as a basis
for further research in immunology and regenerative medicine.
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