O0Js1ikoBa KapTKa aucepTaii

I. 3arasbHi BimOMOCTI
Jep>kaBHUH 00J1iIKOBHH HOMeP: 0822U100759
Oco06J1uBi TO3HAYKH: BinKkpura

JaTa peectpauii: 22-03-2022

Craryc: 3axumeHa

PexBi3utu Hakasy MOH / Haka3y 3aKjazy:

I1. BizomocrTi nipo 3700yBaya

Baacue IlpizBume Im'a Ilo-6aTbKOBI:
1. Bonpapenko [1aByno CepriioBrny

2. Bondarenko Pavlo Serhiiovych

KBasmigikamis:

InenTudikarop ORCHID ID: He sactocosyerbcs

Bupg, pucepranii: nokrop dinocodii

AcnipaHTypa/JIOKTOpPaHTypa: Tak

IIndp HayKOBOi cHIeLiaIbHOCTI: 222

Ha3zBa HayKoBOi creniajJibHOCTI: Menuuyna

T'anyss / ranysi 3HaHb!

OcBiTHBO-HayKOBa IMporpama 3i creniaJbHOCTI: He 3actocoByeTsbcs

Jara 3axucTy: 11-03-2022

CneniaJbHICTh 3a OCBITOIO: JliKyBabHa CIIPaBa

Micue po60oTH 34,00yBayva: BiHHMIBKMIT HALIOHATIBHUI MeMYHMil yHiBepeuTeT imeHi M. 1. [Tuporosa
Kopg 3a € IPIIOY: 02010669

Micue3HaxoaKeHHS: ByJ. [Tuporosa, 6yz. 56, M. Binuug, BiHHUIpKU p-H., BiHHMLIBKA 0671., 21018, Yrpaina
dopma BaacHOCTI:

Cdepa ynpaBiIiHHS: MiHiCTEPCTBO 0XOPOHY 3140POB's YKpaiHu

Imentudikarop ROR: He zacrocoyerbcs

CeKTop HayKH: He 3aCTOCOBYETHCS



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHoi BYEHOI pagH (Pa30Boi CIeNiaai3oBaHOi BY€HOI pagu): [1d 05.600.041

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

CeKTop HayKH: He 3aCTOCOBYETHCS

IV. BizomocTi n1po nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

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

Koz, 3a € IPITIOY: 02010669

MicquHaXO,I[)KeHHH: ByJ. [Tuporosa, 6yz. 56, M. Binuuug, Binaunpkuii p-H., Binannpbka 0671., 21018, Yrpaina
dopma BaacHOCTI:

Cdepa ynpaBJIiHHﬂ: MiHicTepcTBO OXOPOHM 30POB 'Sl YKpaiHu

InenTudgikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

V. BimoMocTi npo gucepraniio
MoBga gucepraiiii:
Kozu TeMaTHYHHUX PYOPHK: 34.45, 76.31.29, 76.31.29.07

Tema gucepranii:
1. EkcriepyuMmeHTasnbHe JOCTiIKeHHS (papMakogHaMiky Ta GapMaKOKiHETUKY KPUCTAJIiYHUAX POpM MoXigHuX 4-R-

2,2-niokco-1H-206,1-6eH30Tia3nH-3-KapOOHOBUX KACJOT

2. Experimental sudy of pharmacodynamics and pharmacolonetics of 4-R-2,2-dioxo-1H-206,1-benzothiazine-3-
carbonic acids crystalline forms

Pedepar:

1. B CKpMHIHTOBUX OOCJiIKEHHSIX Ha MOZEJIi KapareHiHOBOro HaOpsIKy Y LIypiB BIIEpIIe [I0Ka3aHo, 0 cepe]
noxinHux 4-metun-2,2-niokco-1H-206,1-6eH30Tia3uH-3-KapOOHOBOI KUCJIOTY HAaWKpally aHaJIT€TUYHY Ta
[IPOTU3AMAJIbHY [i10 BUSBIISIE MOHOKJIIHHA (pOopMa, OTpHMMaHa LIJIIXOM [eTepPOTreHHOI KpUCTaisalii 3 eTaHosioM. B
npoueci ximiyHoro cuntesy N-(4-tpudayopometuindenin)-4-rigpoxkcu-2,2-giokco-1H-206,1-6eH30TiaznH-3-

KapOokcaMify 6yJiu BUSIBJIEHI KPUCTAJIM 3 PI3HMM rabiTyCOM: IaJIMYKU (cIiosyKa A), minactunu (Crosyka B) ta 610ku



(crmosyka C). BuBuU€HHS aHANITe€TUYHOI BIAaCTUBOCTI crOyK A, B Ta C Ha pi3HUX MOZesIX 60JIbOBOI NepLentii
(«OLLTOBO-KMCIII KOPYi» Y MUILIEH, «rapsya IJIaCTUHKa», «tail-flick», enexTpuyHe nogpasHeHHs! KOPEHs XBOCTA Ta
IiabeTryHa MOJliHeMponaris y 1ypiB) [10Kas3aso, 1o Hal6iibll IBUKY Ta IIOTYKHY [il0 BUSBIISIE CIIOJyKa B.
Briepiue nposeieHa oOLiHKa €(PEKTUBHOCTI Ta 6€3ME€YHOCTi TPhOX KPUCTAIYHUX NOTIMOPPHUX (OpPM OEH30Tia3nH-
3-kapbokcaMifry 3a ix mepopajbHOTO BBeAEHHS Y IIyPiB 10Ka3aJja, 10 3a IHUPOTOI0 TEPANIeBTUYHOTO iHIEKCy Ta
KoediljieHTy 6e31eYHOCTi HallKpallloo BUsBUIIACH [T0J1iMOpdHa popMa y BUTJIAI JIACTUHOK (criosyka B), ska i 6yia
obpaHa SIK CIIoJIyKa-Jifep AJ1s1 IOJAJbIINX JOCiIKeHb. AHai3 (papMaKOKiHETUYHUX IlapaMeTpiB I10Ka3aB, 10 Y
CIIOJIyKU B peecTpyeThcs CTaTUCTUYHO BipOTigHO 6isIbMINii CTYIIiHb a6COPO1ii, BUIINI TOKa3HUK MAaKCUMAaJIbHO]
KOHLIeHTpauii Ta 6iybIl MBUIKWI Yac ii JocarHeHHs Ta 6inbiy 6iomocTynHicTh. BogHouac, crionyka B BifpisHsaeTbCs
6inbIn WBUAKOIO esiMiHalieto. [TosiMopdHa crionyka B 3naTHa ycyBaTy BCi KOMIIOHEHTH 3allajlbHOI peakiiii
(aympTepatio, ekcygaliio Ta nposidepalio) i 3a €(peKTUBHICTIO CIIBCTaBJISIETLCS, a IOJEKYAU [TepeBePIIyE
MeJIOKCHKaM. Ha Mojiesti aJi loBaHTHOTO apTPUTY ABOTKHEBE BBEJEHHS CIIOJYKU B 3MEHIIYBaIO HAGPSIK ypaskeHO]
KiHIIiBKM Ta T€éMaTOoJIOTi4Hi 03HaKy 3anasnieHHs. Crioyuyka B Takox npurHivysasa pisess IL-10 Ta aktusHicTs PgH-
CHHTa3H, a TaKOX OiJIbII BUPA3HO, HDK MEJIOKCUKaM 3HMKYBajla IIPOAYKIIil0 HITPOr€H MOHOOKCUAY Ta TiporeH

cynbdiny B romoreHari COILI.

2. Screening studies in a model of carrageenan edema in rats was found that heterogeneous crystallization from
ethanol was revealed to result in a monoclinic polymorphic form of 4-methyl-2,2-dioxo-1H-206,1-benzothiazine-3-
carboxylic acid, that has the best analgesic and anti-inflammatory effect. In the process of chemical synthesis of
N- (4-trifluoromethylphenyl)-4-hydroxy-2,2-dioxo-1H-206,1-benzothiazine-3-carboxamide, crystals with different
habit were detected: sticks (compound A), plates (Compound B) and blocks (compound C). The study of the
analgesic properties of compounds A, B and C in different models of pain perception ("acetic-acid-induced
writhing" in mice, "hot plate", "tail-flick", tail electric stimulation, and diabetic neuropathy in rats) showed that the
fastest and the potent effect of compound B. For the first time, a comparative evaluation of the efficacy and safety
of three crystalline modifications of N-(4-trifluoromethylphenyl)-4-hydroxy-2,2-dioxo-1H-206,1-benzothiazine-3-
carboxamide was performed. According to the therapeutic index and the safety factor, the best was the
polymorphic form B that was chosen as the leader compound for further research. Analysis of pharmacokinetic
parameters showed that compounds B had a statistically higher degree of absorption, maximum concentration and
a faster time to reach it, and greater bioavailability. At the same time, compound B has a faster elimination.
Polymorphic compound B is able to eliminate all components of the inflammatory reaction (alteration, exudation
and proliferation) and is comparable in efficiency, and sometimes superior to meloxicam. In the adjuvant arthritis
model, two weeks of compound B administration lead to reduction in affected limb edema and hematologic signs
of inflammation. Compound B also inhibited IL-10 levels and PgH synthase activity, and more markedly reduced
meloxicam production of nitrogen monoxide and hydrogen sulfide in the stomach mucosa homogenate.

Jep>kaBHHHM peecTpaniiiHuii Homep [iP:

IIpiopuTeTHHH HANIPpSIM PO3BHTKY HayKH i TEXHIKH:
CrpareriyHu# NpiopHTETHHUI HAIIPSIM iHHOBaLLiMHOI Aig/ILHOCTI:
ITizcyMKH JOCTiI>KEeHHS:

Iy6sikaii:

HaykoBa (HayKOBO-TE€XHiYHa) IPOAYKILis:
ConiasiIbHO-€KOHOMIYHA CIIPSIMOBAHICTh:

OxopoHHi goKymeHTH Ha OIIIB:

BrnpoBaz>keHHS pe3yJIbTaTiB AHCEPTAaILii:



3B'S130K 3 HAYKOBHMH TEMaMH:

VI. BizoMocTi mpo HayKOBOr0 K€PiBHUKa /KePiBHHUKIB (KOHCYJIbTAaHTA)

BaacHe IlpizBume Im's I1o-6aThKOBI:
1. Bosomyk Harasnig IBaHiBHa

2. Voloshchuk Natalia Ivanivna

KBasigikamis: 14.03.05

InenTudikarop ORCHID ID: He 3actocoyerbcs
JoparkoBa iHdpopmamnist:

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

Micue3HaxoO KeHHSI:

dopma By1acHoOCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

VII. BizomocTi npo odiniiHHX ONIOHEHTIB Ta PELeH3€HTiB
OdiuiiiHi OTIOHEHTH
Baacue IlpizBumie Im's Ilo-6aTbKOBI:

1. Mamuyp Bitasniit Mlocunosuy

2. Mamchur Vitalii Yosypovych

KBasidikamis: 14.03.05

InmenTudikarop ORCHID ID: He zactocosyetbcs
JoparkoBa iHdpopmamist:

TloBHe HaliMeHYBaHHS IOPHIHNYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma BracHoOCTi:

Cdepa ynpasiriHHS:

InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

Baacue IlpizBumie Im's Ilo-6aTbKOBI:



1. JIyk ssnuyk Bikrop JMuTpOBUY

2. Lukyanchuk Viktor D.

KBasigikamis: 14.03.05

InenTudirkarop ORCHID ID: He 3actocoyerbcs
JoparkoBa indopmamnist:

IToBHe HaliMeHYBaHHS IOPHIHNYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma BaacHOCTI:

Cdepa ynpasitiHHS:

Inentugikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

Penensentu

Baacue IlpizBuuie Im's Ilo-6aTbKOBI:
1. Cemenenko AHpiit [ropoBuy

2. Semenenko Andriy Igorovich

KBasigikamis: 14.01.30

Imentudikarop ORCHID ID: He zacrocosyerscs
JoparkoBa iHdpopmamist:

IloBHe HaliMeHYBaHHS IOPHIHYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma BaacHoOCTI:

Cdepa ynpasiriHHS:

InenTudgikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

BiacHe IIpizBuie Im'sa ITo-6aTbKOBI:
1. TlTamuHceka Onbra CrenaHiBHA

2. Pashinska Olga Stepanovna

KBasigikamis: 14.03.05

InenTudirkarop ORCHID ID: He 3actocoyerscs
HoparkoBa indopmamist:

IToBHe HaliMeHYBaHHS IOPHIHYHOI 0COOH:

Kopg 3a €IPIIOY:



Micue3HaxoaKeHHS:

dopma ByracHoCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

CeKTop HayKH: He 3aCTOCOBYETHCS

VIII. 3aKkJIl04Hi BiZOMOCTi

ByacHe IlpizBumie Im's ITo-6aTbKOBI

TOJIOBH pajgu

BiiacHe IIpi3Buine Im'sa ITo-6aTbKOBI

rOJIOBYIOYOTO Ha 3aciJaHHi

BignoBigasibHuUI 3a MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

Peectparop

KepiBHuk Bigginy YKpIHTEI, mo €
BiZIOBiZasIbHUM 32 peecTpallilo HayKOBOi

OisIIBHOCTI

MenbHuK AHAPiN Bosmogumuposry

MenbauK AHnpiii BoogyuMuposuy

IOpuenko T.A.



