O0Js1ikoBa KapTKa aucepTaii

I. 3arasibHi BimOMOCTI

Jep>kaBHUH 00J1iIKOBHH HOMeP: 0822U100758
Oco006J1uBi TO3HAYKH: BinKpura

JaTa peectpauii: 22-03-2022

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Manpyenko OkcaHa BosogumupiBHa

2. Malchenko Oksana Volodymyrivna
KBasmigikamis:

InenTudikarop ORCID ID: He 3acrocosyerbcs
Bupg, pucepranii: nokrop dinocodii
AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIndp HayKOBOi CHIELiaIbHOCTI: 222

Ha3zBa HayKoBOi creniajJibHOCTI: Menuuuna

T'anyss / ranysi 3HaHb!

OcBiTHBO-HayKOBa Mporpama 3i creniaJbHOCTI: He 3acTocoByeTbCs

JaTa 3axXHCTy: 04-03-2022

CneniaJbHICTh 3a OCBITOIO: JliKyBajbHa CIIPaBa

Micue po60oTH 34,00yBayva: BiHHMIBKMIT HALOHATIBHUI MeYHMil yHiBepeuTeT imeHi M. 1. [Tuporosa

Kopg 3a € IPIIOY: 02010669

Micuesnaxo;pxeum:: ByJ1. [Tuporosa, 6yz. 56, M. Binuug, BiHHUIpKU p-H., BiHHMLIBKA 0671., 21018, Yrpaina

dopma BaacHOCTI:

Cdepa ynpaBriHHS: MiHicTepCTBO OXOPOHH 3/10POB's YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHoi BYEHOI pagH (pa30Boi Cleniaai3oBaHoOi BY€HOI pagu). [1d 05.600.044

IToBHe HafIMeHyBaHHH Iopn,zmqﬂoi 0COOH: BiHHUIBKUIT HAI[IOHAJIBHUI MeMYHUI yHiBepcuTeT iMeHi M. L.
[Tuporosa

Koz, 3a €IPITIOY: 02010669

MicquHaXO,I[)KeHHﬂ: ByJ. [Tuporosa, 6yz. 56, M. Binuuug, Binaunekuii p-H., Binannpbka 0611., 21018, Yrpaina
dopma BaacHOCTI:

Cdepa ynpaBJIiHHﬂ: MiHicTepcTBO OXOPOHM 300POB 'Sl YKpaiHu

InenTugikarop ROR: He zacrocosyerscs

IV. BizomocTi nipo nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IToBHE HaﬁMeHyBaHHﬂ IOpPI,ILH'-IHOi OCOOM: BiHHMIbKUIT HAI[IOHAIbHUIT MEIUYHUIT yHiBepcureT iMmeHi M. 1.
[Tuporosa

Kopg 3a € IPIIOY: 02010669

Micue3HaxoaKeHHS: ByJ1. [Iuporosa, 6y1. 56, M. BinHu1g, BiHHUIbKUI p-H., BiHHUIbKA 0651., 21018, YKkpaiHa
dopma BaacHOCTI:

Cdepa ynpaBriHHS: MiHicTepPCTBO OXOPOHH 3/10POB's YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs

V. BimomocTi npo gucepraniio
Moga guceprariii:
Koau TemaTHYHHUX PYOPHK: 34.45, 76.31.29

Tema guceprauii:
1. TTomyk HOBUX aHaNreTukiB ceper N-apus(retapui)-4-metuin-2,2-niokco-1H-206,1-6eH30TiasnH-3-KapboKkcamizis

Ta {X CTPYKTYpHO 6JIM3bKUX aHAJIOTIB (eKCIIepUMEHTAIbHE JAOCIIiIPKEHHSI)

2. Search for new analgesics among N-aryl(hetaryl)-4-methyl-2,2-dioxo-1H-206,1-benzothiazine-3-carboxamide
and their structurally similar analogues (experimental study)

Pedepar:

1. B po6oTi Briepiie Ha MOJieJli KapareHiHOBOro HabpsIKy y IIypiB IpoBeeHo (papMaKoJIOTiUHM CKPUHIHT cepe],
BeJIUKOi rpynu N-apus(retapui)-3amileHux 4-metun-2,2-giokco-1H-206,1-6eH30Tia3nH-3-kapboKkcamifis, ix
0JIM3bKUX CTPYKTYPHUX QHAJIOTIB i AesKUX NOoMiMOPGHUX MoaudiKallill, BUSIBIEHO HAalOIbII aKTUBHI CIIOJIYKH, SKi
IIOIIJIbHO BUBYATH B SIKOCTi 3aC00iB i3 aHAITeTUYHOIO Ta ITPOTU3ANAJIbHOIO AisiMu. Hali6iibln aKTUBHOIO Ta
6e31evyHo10 BUsiBMIIaCh N-(4-MeToKCubeH3u)-4-meTuii-2,2-giokco-1H-206,1-6en30TiaznH-3-kapbokcaminy
(cmonmyka NI-9), gxa 3a MMM IOKa3HUKaMU IlepeBeplIyBasa pedpepeHc-npenapary AUKI0QpeHak Ta MeJoKCUKaM. 3a
pe3yJsibTaTaMU MOJIEKYJISIPHOTO OKIHTY CIIPOTHO30BAaHO BUCOKY CTYMiHb adiHiTeTy Ta BiporigHicTs peasnisauii

aHaJITETUYHOIO Ta [IPOTU3aIaJbHOrO e(eKTiB Liiei CrIoIyKy 3a paxyHOK iHribyBanns eHaumy LJOT'-2. OTpumaHO HOBI



JlaHi 070 aHAJIT€TUYHOI aKTUBHOCTI CIIONyKu NI-9 Ha MoJensax 6071bOBUX CUHIPOMIB COMaTUYHOTO,
BiCLlepasIbHOTO Ta HEMPOMATUYHOTO NMOXOIKEHHS. JlOCiI)KEHHS YJIbLIEPOT€HHOTO MOTEHIiay CIIOJIyKU AOBEJIO ii
BHCOKUM CTYIiHb 6€3[1eYHOCT] 100 UIJIyHKOBO-KUIIKOBOT'O TPAKTY, 3a SIKUM BOHA I1€peBeplLIye MEJIOKCHKAM.
JJOIIOBHEHO HAYKOBI JaHi 010 MOJIEKYJISIPHUX MEXaHi3MiB IIOLIKO/KYI04YOTO BILJIMBY MOXiIHMX 6€H30Tia3uH-3-
Kap6oHoBUx KucsoT Ha KT, siki BK/II0Yany AenprMyl0oYMil BIJIMB HA Pi3Hi PiBHI 3aXMCTY LIUIYHKA. 3@ BIUVIMBOM Ha
npoliecy nepokcupatii sininis i 6i71KiB Ta npoAykKuio causy crnosyka NI-9 BiporinHo rnocrymnanach MejJOKCUKaMy,
TOJi SIK 3a BIINBOM Ha ¢ocPoinigHuil 6imap MmeMOpaH CIM30B0Oi 000JIOHKY HIJTYHKA Lii CIIOJIYKYU OYJIu
crisctaBHuMU. Criosiyka NI-9, Ha BiIMiHy Bif MEJIOKCUKaMy, He BUKJIMKaJla 3MiH BMICTY HITpaTiB i HITPUTIB Ta piBHA
H2S B ci130Biit 060J10HL1 IJTYHKA, HE BIIJIMBajla Ha YyTJIMBICTh Me3eHTepialbHUX apTepiil 0 Ba3opesakCyovoi aii
H2S. Briepiue rokasaHo, 10 B MEXaHi3MaxX aHTMHOLMLENITUBHOI 1ii criosyku NI-9 He 3anydeHa omioigepriyna
CHACTEMa, HaTOMICTb JI0BeJleHa y4acTb anbdal- Ta anbda2-agpeHOPeLeNnTopiB, X0NiHEPriYHUX, 10(PaMiHOBUX Ta

4yacTKoBO - NMDA-penenTopis.

2. For the first time in a model of carrageenan edema in rats, pharmacological screening was performed among a
large group of N-aryl(hetaryl)-substituted 4-methyl-2,2-dioxo-1H-206,1-benzothiazine-3-carboxamides, their close
structural analogs, and some polymorphic modifications. The most active substances were identified as a potential
analgesic and anti-inflammatory remedies. The most active and safe was N- (4-methoxybenzyl) -4-methyl-2,2-
dioxo-1H-206,1-benzothiazine-3-carboxamide (compound NI-9), which in these respects surpassed the reference
drugs diclofenac and meloxicam. According to the results of molecular docking, a high degree of affinity and
probability of realization of analgesic and anti-inflammatory effects of this compound due to inhibition of the
enzyme COX-2 was predicted. New data on the analgesic activity of the compound NI-9 in models of pain
syndromes of somatic, visceral and neuropathic origin were obtained. Studies of the ulcerogenic potential of the
compound have shown its high level of safety in the gastrointestinal tract, which surpasses meloxicam. Scientific
data on the molecular mechanisms of the damaging effect of benzothiazine-3-carboxylic acid derivatives on the
gastrointestinal tract, which included depressant effects on different levels of gastric protection, have been
supplemented. NI-9 was probably inferior to meloxicam in terms of its effect on lipid and protein peroxidation and
mucus production, while these compounds were comparable in terms of its effect on the phospholipid bilayer of
gastric mucosal membranes. NI-9, in contrast to meloxicam, did not cause changes in nitrates and nitrites and H2S
levels in the gastric mucosa, did not affect the sensitivity of the mesenteric arteries to the vasorelaxant effect of
H2S. It has been shown for the first time that the opioidergic system is not involved in the mechanisms of
antinociceptive action of NI-9, but the participation of alphal- and alpha2-adrenoceptors, cholinergic, dopamine
and partially NMDA-receptors has been proven.

Jep>kaBHHH peecTpauiiiHuii Homep [IiP:

IIpiopuTeTHHI HaNIpsIM PO3BUTKY HayKH i TEXHIKH:
CrpareriyHui NpiopUTEeTHUI HAIIPSIM iHHOBaLilHOI AiJIBHOCTI:
ITiZcyMKH JOCTiI>KEeHHS:

Iy6sikamii:

HaykoBa (HayKOBO-TE€XHiYHa) IPOAYKILis:
ConiaIbHO-€KOHOMIYHA CIIPSIMOBAaHICTh:

OxopoHHi gokymeHTH Ha OIIIB:

BrnpoBaaykeHHs pe3yJIbTaTiB AHcepTalii:

3B'SI30K 3 HAYKOBHMH T€EMaMH:



VI. BizoMocTi mpo HayKOBOT0 KEPiBHUKA /KEePiBHHUKIB (KOHCYJIbTAaHTA)

BaacHe IlpizBume Im's I10o-6aThKOBI:
1. Bosomyk Harasnis IBaHiBHa

2. Voloshchuk Nataliia Ivanivna

KBasigikamis: n.menn., 14.03.05
InenTudikarop ORCID ID: He 3acrocosyetncs
JoparkoBa iHdpopmamnist:

IloBHe HaliMeHYBaHHS OPHINYHOI 0COOH:
Kopg 3a €1PIIOY:

Micue3Haxoa KeHHSI:

dopma By1acHoCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

VII. BizomocTi npo odiniliHuX OIIOHEHTIB Ta pEl€H3€HTIiB
OdiniitHi onoHEHTH
BiacHe IIpizBuie Im'sa I1o-6aTbKOBI:

1. Onpumiko BanenrtuHa IBaHiBHA

2. Opryshko Valentyna Iv.

KBasigikamis: n.menn., 14.03.05
InenTudikarop ORCID ID: He 3acrocosyetses
HoparkoBa indopmamnist:

IloBHe HaliIMeHYBaHHS OPUAUYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma BaacHoOCTI:

Cdepa ynpasiiHHS:

Imentudikarop ROR: He zacrocosyerbcs

BaacHe IlpizBume Im's I10o-6aTbKOBI:
1. Hakoneuyna OkcaHa AHaToJtiiBHa

2. Nakonechna Oksana A.

KBasidikanis: . men. 1., 14.01.32

InenTudikarop ORCID ID: He 3acrocosyetbcs



JoparkoBa iHdpopmamnist:

TloBHe HaliMEeHYBaHHS IOPHIHYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByTacHOCTI:

Cdepa ynpassriHHS:

InenTudikarop ROR: He zacrocosyerscs

Penensentu

Baacue IlpizBumie Im's Ilo-6aTbKOBI:
1. Tapan s BacunboBuy

2. Taran Ilya V.

KBasigikamis: k. men, 1., 14.03.05
ImenTudikarop ORCID ID: He zacrocoyerbcs
JoparkoBa iHdpopmamist:

TloBHe HaliMeHYBaHHS IOPHIHYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByracHOCTI:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

BiacHe IIpi3Buie Im'sa I1o-6aTbKOBI:
1. Hazapuyk Osnexkcangp AzjamoBud

2. Nazarchuk Oleksandr Adamovych

KBasigikanis: n. men. 1., 03.00.07
InenTudikarop ORCID ID: He 3acrocosyetses
JonmaTkoBa iHdopmais:

IloBHe HaliIMEeHYBaHHs IOPHAHYHOI OCOOH:
Kopg, 3a €IPITIOY:

Micue3HaxoaKeHHS:

dopma BaacHOCTI:

Cdepa ynpasiiHHS:

Imentudikarop ROR: He zacrocoyerbcs



VIII. 3akr04Hi BimoMocTi
BiiacHe IIpi3Buie Im'sa I1o-6aTbKOBI
TOJIOBH pagu

BaacHe IlpizBuiie Im's ITo-6aTbKOBI
rOJIOBYIOYOTO Ha 3acCifiaHHi
BigmoBigasbHUH 32 MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTpartop

KepiBHuk Bigginy YKpIHTEI, mpo €
BiZITIOBiZaJIbHUM 3a PEECTpalLilo HayKoBOi

OisIJIbHOCTI

MenbauK AHnpil BoogyuMuposuy

MenbHUK AHNpiK BosogyuMuposuy

FOpuenko T.A.



