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1. Posib nopy1ieHb MeTab0JIiYHNX Ta IMyHHUX [IPOLIECIB y aToreHesi (popMyBaHHS €KCIIEPUMEHTAIbHOIO
aJIeprivHOro ajabBEOJITY i iIMMOGii3aLiliHOrO cTpecy Ta iX (apMaKoJIOTiYHa KOPEKLig

2. The role of disorders of metabolic and immune processes in the pathogenesis of the formation of experimental
allergic alveolitis and immobilization stress and their pharmacological correction

Pedepar:

1. Incepraniiina po60Ta NpUCBIY€HA BU3HAYEHHIO 3pYIIE€Hb IMYHHOI, TPOOKCUAAHTHO-aHTUOKCUAAHTHOI i cucteMu
OKCHUJy a30Ty IIPU €KCIIEPUMEHTAJIbHOMY aJIEPriYHOMYy ajibBeostiTi (EAA) B ymoBax iMmobinidaniliHoro crpecy (IC),
BCTaHOBJIEHHIO €()eKTUBHOCTI KOPEKLii KOPBITHHOM i TioTpraszosniHoM. Bukopuctano 118 camIiiB MOPCbKUX CBHHOK,
macoto 180-210 r, po3noAiieHUxX Ha I'SITh NOCJiAHUX TPYIL: Nepiia (KOHTPOJIb) — iHTakTHI TBapuHMU (10); Ipyra rpymna
- MOpCBKi CBMHKHY 3 EAA, ckilaganacs 3 TpbOX HiATpyI, JeKaliToBaHux Ha 1-y, 14-y i 24-y nobwu (30); TpeTs rpyna —
TBapuHH 3 IC, 10 HaslivyBasa TpU MiArpyny, IeKamniToBaHi y Buile3a3HavyeHi tepminu (30); yeTBepTa rpymna —

MopchKi cBuHKY 3 EAA Ta IC, 10 HapaxoByBajia Tpy HiAIPYIH, KOKHY 3 SIKHMX 0yJI0 IeKalliTOBaHO Y BKa3aHi paHime



no6u (30); m'ara rpyna — niggociuiazi TBapunu 3 EAA Ta IC (18), nexkanitoBani Ha 24-y 106y micss jliKyBaHHS, 1O
BKJIIOYAJIA JBi Migrpynu: B ofHiN 3 14-i 1o 24-y nobu BHyTPilIHbOM 'SI30BO 3aCTOCOBYBaJU TiOTpUasoJiiH 50 Mr/Kr
(TIAT «T'annudapm») i BHyTpilIHbOOUEPEBUHHO — KOPBiTUH 40 Mr/Kr («BopiuariBcbkuii XiMiko - papmaneBTHYHUI
3aBOJ»), Y IPYriii — JMIle KOPBITUH Yy BiANOBigHIN 103i i TepMiHax. O6paHO 006 BUBELEHHS 3 €EKCIIEPUMEHTY
3rimHo cTagism crpecy: 1 moba - Tpusory; 14 noba - pesucteHTHOCTI; 24 1oba - BUCHa)KeHHS. [IpoBeneHo
MogemnoBaHHs EAA misixom iH'ek1ii moBHoro an'toBanta @peiinpa i BIDK TBapuHam Ha 1-y, 14-y i 24~y no6u. [icas
niAroToB4YOro BBeeHHs HanbyQiny rinpoxnopuny (TOB «lOpis-dOapm», Ykpaina) 182 mr/kr
BHYTPIIIHbOOYEPEBUHHO Y 1, 14, 24-y 1o6u nocraHoBku EAA i IC, 6yJ10 BUKOHAHO AeKamiTalliio, 3 1ofabunM
3a60pOM KPOBI i iereHs nis 3hiticHeHHs ekciepuMeHTiB. EAA BinTBopeHo metomom O.0. Opexosa, 10.A. Kupusosa,
a IC — meronom I1.11. TopusonToBa. EAA (1-a, 14-a, 24-a 1061) BilHOCHO NapamMeTpiB iHTAaKTHUX TBApUH
CYIIPOBOIKY€EThHCSI HEYXUJIbHUM 3HIDKeHHSIM T-imonutis BignosigHo Ha 33,4%, 36,2%, 39,6% (P<0,05),
36inbpuieHHSIM B-nimdouutis Ha 27,8%, 31,1%, 44,3% (P<0,05), 0upPKyJII0I0YMX IMyHHUX KOMILIEKCiB — Ha 41,1%,
46,6%, 50,7% (P<0,05). BBeieHHs TiOTpUa30JIiHy i KOPBITUHY B 24-y 00y €KCIIEPUMEHTY [IOPIiBHSIHO 3i 3HAUEHHSIMU
rpynu tBapuH 3 EAA i IC, e He 6yJ10 3aCTOCOBAHO MEIMYHUX NIpeNaparis, CIPUIMHMIIO NigpuieHHs T-siMdouuTis
Ha 40,0% (P<0,05), 3meHmenHs B-nimdonuTtiB Ha 24,3% (P<0,05) i IK Ha 26,0% (P<0,05), mo BKasye Ha ixX
imyHomopymorounii xapakrep nii. EAA i IC (1-a, 14-a, 24-a no6u), IOPiBHSIHO 3 KOHTPOJIBHOIO I'PYIIOI0, TPU3BOLUB 1O
3HayHoro niasumeHHs TNF-o kpoBi - BignosigHo Ha 57,8%, 63,1%, 78,9% (P<0,05), IL- 6 — Ha 37,9%, 43,1%, 58,6%
(P<0,05), 3umxenns IL-10 Ha 33,3%, 36,6%, 43,3% (P<0,05). BBejeHHS TIOTPUA30JIiHY CHiJIbHO 3 KOPBITUHOM,
BiHOCHO rpymnu TBapuH 3 EAA i IC Ha 24-y 100y eKCIepUMEHTY 6€3 BIIJIMBY BUIEBKA3aHUX MEIUYHUX 3aCO0iB,
cripyruuHsio cnagands TNF-o Ha 35,2%, IL-6 — Ha 33,7%, nigBuienns 1L-10 na 47,0% (P<0,05). [IporpecyBanHs EAA
3 IC (1-a, 14-a, 24-a 106u) BifTHOCHO I'PyIy KOHTPOJIIO CIIPUUYMHSIIO 3POCTaHHS CcTabibHMX MeTadosiTiB NO (HiTput-
HiTpar ioHiB) BiAmnoBigHO Ha 75,0%, 125,0%, 140,0% (P<0,05), cymapHoi aktuBHOCTi NOS (NO-cunTas) Ha 72,2%,
111,1%, 122,2% (P<0,05), 3umxenHs L-aprininy Ha 31,6%, 50,0% 55,0% (P<0,05) B siereHsx. BBegeHHs TioTpras3ostiny i
KOpPBiTMHY Ha 24-y no6y EAA i IC, nopiBHSIHO 3 IpyIOl0 TBApUH 6€3 BIIJIUBY JIIKAPCHKUX 3aCO0iB, BEJIO 10 3MEHILIEHHS
cTabinbHUX MeTaboliTiB oKeuay asoty Ha 37,5% (P<0,05), cymapHoi aktuBHOCTi NOS - Ha 35,0% (P<0,05).
nizBuieHnHs L-aprininy Ha 55,5% (P<0,05). EAA 3 IC (1-a, 14-a, 24-a 061) BUKJIMKA€E CYTTEBI 3MiHN
BiJIbHOpAJMKAJIbHUX PEaKlliil MPOTH BiANOBIAHUX MMapamMeTpiB iHTAKTHUX TBAPWH: 3pOCTAHHS JiEHOBUX KOH'IOTaTiB
(OK) BinnmosizHO Ha 64,8%, 80,0%, 90,4% (P<0,05), masonoBoro gianezaeriny (MIIA) Ha 68,7%, 74,8%, 88,6% (P<0,05),
3HIKEHHS cynepokcuaaucmyTtasu (CO) — Ha 27,8%, 34,7%, 44,1% (P<0,05), katanasu (KT) Ha 48,5%, 52,1%, 55,1%
(P<0,05), uepynomnasminy (LII1) Ha 31,5%, 40,8%, 44,3% (P<0,05) sik 03HaKa OKUCHOTO cTpecy. [IopiBHSIHO 3i
3HAUYEHHSIMU I'PYNU TBapUH 0€3 Aii JikapCbKUX CePeHUKIB, Ha 24-y 100y nomiyeHo 3HwkeHHs K i MJJA Ha 29,8% i
16,1% (P<0,05), 3poctanns L1, KT, COJ], Ha 50,3%, 80,4%, 45,0% (P<0,05) BinnosinHo. HaykoBa HOBU3HA
OTPMMAaHMX PEe3yJIbTaTiB. Briepiie BCTaHOBJIEHO poJib B naToreHesi EAA i IC mporpecyoJuunx BilXuiaeHb y KPOBI i
JIETE€HSIX CTaTyCy UUTOKIHIB, IMyHHUX MIPOLECIB, iIHTEHCUBHOCTI OKUCHEHH JIIi/iB BIILHUMU pajAKaIaMy,
(YHKLiIOHYBaHHS CUCTEM aHTMOKCUJAHTHOTO 3aXUCTY Ta OKCUIY a30Ty, lepeBakalounx Ha 24-y noby. Bnepiue
[IPOJEMOHCTPOBAHO AEIPECiIo KIITUHHOTO i iHAYKYBaHHS T'YMOPaJIbHOTO iIMYHITETY, PO3KPUTO TEHAEHLIII0
3pocrtanHs IL-6, TNF-anbda, 3unxenHs [IL-10, oxapakTepn3oBaHO 0CIabJIeHHS aHTUOKCUAAHTHUX 3aXUCHUX
MeXaHi3MiB 3 iHTeHcudiKallielo OKUCHUX peaklliil, 3pocTaHHs CcTabibHUX MeTaboJliTiB NO, cymapHoi akTuBHOCTI NO
CHHTA3 B JIETE€HSIX, 3HWKEHHS KOHLeHTpauii L-apriHiny. [IpakTuyHe 3Ha4€HHS] OTPUMAaHUX Pe3yJIbTaTiB. PesyabTatu
IOCJIiIPKEHb I03BOJISIIOTh AOKIanHiIe copMmyBaTy po3yMiHHg natoreHesy EAA i IC. Pesynbraty focigkeHb
3aCTOCOBaHO Ha Kadenpax narosoriyHoi ¢iziosnorii THMY, IDHMY, BIIMY, kadenpax narodisiosiorii i ¢pisiosorii

JIHMY, 3aCBi4€HO aKTamy BIIPOBAKEHHSI.

2. The dissertation is devoted to the determination of changes in the immune, pro-oxidant-antioxidant and nitric
oxide systems in experimental allergic alveolitis (EAA) under conditions of immobilization stress (IS), establishing
the effectiveness of correction with corvitin and thiotriazoline. We used 118 male guinea pigs, weighing 180-210 g,
divided into five experimental groups: the first (control) - intact animals (10); the second group - guinea pigs with
EAA, consisted of three subgroups decapitated on the 1st, 14th and 24th days (30); the third group - animals with IS,
consisting of three subgroups, decapitated in the above-mentioned terms (30); the fourth group - guinea pigs with



EAA and IS, which included three subgroups, each of which was decapitated in the previously indicated days (30);
the fifth group — experimental animals with EAA and IS (18), decapitated on the 24th day after treatment, which
included two subgroups: in one subgroup, from the 14th to the 24th day, thiotriazoline was administered
intramuscularly at 50 mg/kg (PJSC "Halychpharm") and corvitin 40 mg/kg intraperitoneally ("Borshchagivsky
Chemiko - Pharmaceutical Plant"), in the second - only corvitin in the appropriate dose and terms. EAA was
reproduced by the method of O. Orekhov, Yu. Kirilov, and IS - by P.Horizontov. EAA (Ist, 14th, 24th days) relative to
the parameters of intact animals is accompanied by a steady decrease in T-lymphocytes by 33.4%, 36.2%, 39.6%
(P<0.05), respectively, an increase B-lymphocytes by 27.8%, 31.1%, 44.3% (P<0.05), circulating immune complexes —
by 41.1%, 46.6%, 50.7% (P<0, 05). The introduction of thiotriazoline and corvitin on the 24th day of the experiment
compared to the values oof the group of animals with EAA and IS, where no medical drugs were applied, caused an
increase in T-lymphocytes by 40.0% (P<0.05), a decrease in B-lymphocytes by 24.3% (P<0.05) and CIC by 26.0%
(P<0.05), which indicates their immunomodulatory effect. EAA and IS (Ist, 14th, 24th days), compared to the control
group, led to a significant increase in blood TNF-o - by 57.8%, 63.1%, 78.9%, respectively (P <0.05), IL-6 — by 37.9%,
43.1%, 58.6% (P<0.05), a decrease in IL-10 by 33.3%, 36.6%, 43, 3% (P<0.05). The introduction of thiotriazoline
together with corvitin, relative to the group of animals with EAA and IS on the 24th day of the experiment without
the influence of the above medical agents, caused a decrease in TNF-o by 35.2%, IL-6 by 33.7%, and an increase in
IL-10 by 47.0% (P<0.05). The progression of EAA with IS (Ist, 14th, 24th days) relative to the control group caused
an increase in stable metabolites of NO (nitrite-nitrate ions) by 75.0%, 125.0%, 140.0%, respectively (P <0.05), total
activity of NOS (NO-synthase) by 72.2%, 111.1%, 122.2% (P<0.05), decrease of L-arginine by 31.6%, 50.0 % 55.0%
(P<0.05) in the lungs. Administration of thiotriazoline and corvitin on the 24th day of EAA and IS, compared to a
group of animals without drug exposure, led to a decrease in stable metabolites of nitric oxide by 37.5% (P<0.05),
total NOS activity by 35.0 % (P<0.05). an increase in L-arginine by 55.5% (P<0.05). EAA with IS (1st, 14th, 24th days)
causes significant changes in free radical reactions against the corresponding parameters of intact animals: an
increase in diene conjugates (DC) by 64.8%, 80.0%, 90, 4% (P<0.05), malondialdehyde (MDA) by 68.7%, 74.8%,
88.6% (P<0.05), reduction of superoxide dismutase (SOD) by 27.8%, 34.7%, 44.1% (P<0.05), catalase (CT) by 48.5%,
52.1%, 55.1% (P<0.05), ceruloplasmin (CP) by 31.5%, 40.8%, 44.3% (P<0.05) as a sign of oxidant stress. Compared
with the values ooof the group of animals without the effect of medicinal agents, on the 24th day, a decrease in DC
and MDA by 29.8% and 16.1% (P<0.05), an increase in CP, CT, SOD by 50.3% was observed , 80.4%, 45.0% (P<0.05),
respectively. Scientific novelty of the obtained results. For the first time, the role of progressive deviations in the
blood and lungs of cytokine status, immune processes, the intensity of free radical oxidation of lipids, the
functioning of antioxidant defense systems and nitric oxide, prevailing on the 24th day, was established in the
pathogenesis of EAA and IS. Depression of cellular and induction of humoral immunity was demonstrated for the
first time, revealed a tendency to increase pro-inflammatory cytokines, decrease of IL-10, inhibition of antioxidant
defense mechanisms with intensification of pro-oxidant reactions, increase of stable NO metabolites, total activity
of NO synthases in the lungs, decrease of L-arginine concentration was characterized. Practical significance of the
obtained results. The results of the research allow for a more detailed understanding of the pathogenesis of EAA
and IS. The results of the research were applied at the departments of pathophysiology of TNMU, IFNMU, BSMU,
the departments of pathophysiology and physiology of LNMU, and were certified by acts of implementation.
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Micuesnaxo;perHﬂ: Marigas Boui, 6yz. 1, TepHomnine, TepHomninbcbKuii p-H., 46001, Ykpaina
dopma BracHOCTI: JlepxaBHa

Cdepa ynpaBJIiHHS: MiHiCTEPCTBO OXOPOHY 3140POB's YKpaiHu

InenTudikarop ROR:

PeuenseHTu

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. boukiB Harasnis JIMmutpiBHa

2. Natalia D. Boykiv



KBasigikamis: k. men,. 1., noi., 14.03.04, 222
Inentudikarop ORCID ID: 0000-0002-0307-4510

JoparkoBa iHpopManist: ResearcherID: G-1994-2019ResearcherID: G-1994-2019; Scopus Author ID:
57223159282

IloBHe HafIMeHyBaHHﬂ IOpI/IJ.IH‘-IHOi 0COOHM: JIbBiBCbKUII HAI[IOHATbHUIA MEIUIHUI yHiBepcuTeT iMeHi

Januna 'aauibKoro

Kopg 3a €IPIIOY: 02010793

Micue3HaxoaKeHHS: ByJ. [lekapchka, 6yz. 69, JIbBiB, 79010, Ykpaina
dopma BiracHOCTI: JlepxaBHa

Cdepa yIIpaBJIiHHﬂZ MiHicTepcTBO 0XOpOHM 31,0pOB st YKpaiHu

InenTudikarop ROR:

BiacHe IIpizBuie Im'sa I1o-6aTbKOBI:

1. Konimeuska MapTa AnzgpiiBHa

2. Marta A. Kolishetska

KBasigikamis: 1. men. u., npodecop, 14.03.04, 222
InenTudikarop ORCID ID: 0000-0001-9997-0688
HoparkoBa iHpopmamist: ResearcherlD: F-8127-2019

ITIoBHe HafIMeHyBaHHﬂ IOpPI,lIH‘-IHOi O0COOHM: JIbBiBCbKUII HAI[IOHATbHUIA MEIUIHUI yHiBepcuTeT iMeHi

Januna 'aauibKoro

Kopg 3a €IPIIOY: 02010793

Micuesnaxo,rm(eHHﬂ: By [lekapcoka, 6yz. 69, JIbBiB, 79010, Ykpaina
dopma BracHOCTI: JlepxasHa

Cdepa ynpaBiriHHS: MiHiCTEPCTBO 0XOPOHY 310POB ' YKpaiHu

InenTudikarop ROR:

VIII. 3ak1104Hi BiZoMOCTi

Biacue IpizBume Im's I[lo-6aThKOBI Jlanosep Jlio60B €BrenisHa
rOJIOBH paau

Biiacue IlpisBume Im's ITo-6aThKOBI Jlanosep Jlio60B €prenisHa
TOJIOBYIOYOTO Ha 3acCiiaHHi

BinnosimasabHH 3a Hi,qI‘OTOBKy l'aniit-Jlynpka Bikropis BitasniiBHa

00JIiKOBHX JOKYMEHTIB

PeecTpartop YkpIHTEI



KepiBHuk Bigginy YKpIHTEI, mpo €
BiZITIOBiZaIBHUM 3a peecTpallilo HayKoBoi IOpuenko TeTsHa AHaTosiiBHA

JisiIbHOCTI




