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systems, the blood transport function or metabolism. Drugs affecting the metabolism during
hypoxia — antihypoxants, which are agents that improve oxygen consumption by the body and
reduce oxygen demand of tissues and organs, thereby increasing the body’s resistance to oxygen
deficiency, are of particular interest (Zamorskii I.1., Bukataru Y.S., Kolisnyk S.V.et al., 2016).

The aim of the study was to conduct screening of the antihypoxic activity among 2-
(benzoyilamino)(1-R-2-oxoindolin-3-ylidene)acetic acid derivatives under the conditions of acute
hypobaric hypoxia.

Material and methods. Biologically active substances — derivatives of 2-
(benzoyilamino)(1-R-2-oxoindolin-3-ylidene)acetic acid — synthesized at the Department of
Analytical Chemistry of the National University of Pharmacy by professor S.V.Kolisnyk were
selected for study. The research was conducted under the conditions of acute hypoxia on 156
nonlinear white mature male rats weighing 180-200 g aged 3 months and moderately resistant to
hypoxia. Acute hypobaric hypoxia was simulated in the modified flow pressure chamber by
imitation of the lifting of rats to an altitude of 12000 metres. The substances studied were
administered intraperitoneally 35 min before hypoxia modelling in the dose of 15 mg/kg in the form
of an aqueous suspension stabilized by polysorbate 80 (Tween 80). The reference drug —
antihypoxant mexidol (ethylmethylhydroxypyridine succinate) was administered in the dose of 100
mg/kg. The antihypoxic activity of substances was assessed by the animals’ survival indices at the
“high-altitude plateau”: the time of the posture loss; the lifetime — the time till the second agonal
inspiration; the posture recovery time after termination of hypoxia and a gradual return of animals
to the previous zero altitude; and the overall lifetime of animals — summation of the time of the
posture loss and the lifetime.

Results. Established that under acute hypobaric hypoxia increase integral index of the
antihypoxic activity of substances — overall lifetime of animals on the "high-altitude plateau™ the
significant changes were observed in the groups of substances under numbers 4, 14 and 15. But in
group of substance at number 4 mortality rate of animals reached 20%, significantly exceeded the
control data. At the same time compound number 14 by its antihypoxic activity significantly
increased overall lifetime of animals by 150% comparing to control data, but its effect was
significantly weaker than the effect of reference drug mexidol, which increased the lifetime of
animals by 197% (p <0.05). For substance at number 15 overall lifetime of animals increased by
186% comparing to the control data (p <0.05) and didn’t differ significantly from that of the
reference drug.

Conclusions. The obtained data indicate that the most of studied substances — derivatives of
the 2-(benzoyilamino)(1-R-2-oxoindolin-3-iliden)acetic acid demonstrate certain antihypoxic
properties as previously investigated derivatives of 2-(benzoyilamino)(1-R-2-oxoindolin-3-
iliden)acetic acid. However, only a compound at number 15 corresponds to the antihypoxic efficacy
of the reference drug, and by the index of recovery of the animals’ physical activity after their
staying at the "high-altitude plateau” (posture recovery time) exceeds the effect of an antihypoxant
mexidol.

Bboraan H.C.

JOCJIUVKEHHS OI3UYHUX, PI3UKO-XIMIYHUX TA ®PAPMAKO-
TEXHOJOTTYHUX MOKA3HHUKIB TA KPUCTAJIOTPA®IYHUX BJIACTUBOCTEM
JIIOYUX PEHOBHUH
Kageopa ¢papmayii
bykosuncvruii deporcasHutl meOuuHuil yHigepcumem

Beryn. Ilepen HaykoBISIMEM TIOCTa€ BaXKJIMBE 3aBJIaHHS 1110JI0 CTBOPEHHS HOBUX IPUPOIHUX
NPOTHUBUPA3KOBUX  NpemapaTiB  MOJIBaJEHTHOI  KOMIUIEKCHOI  Aii  (QHTMOKCHAAHTHOI,
MeMOpaHOCTaOUTI3yI040i, aHTUXENIKOOaKTepHOi Ta iHIIE), sIKi O MPOSBISIN JOCTAaTHIO (apMako-
TepaneBTHYHY /110 Ta MiHIMaJIbH1 HOOIYH1 €PEeKTH.

Mera pociaigxeHHs. [lepcneKTUBHUMU B JaHOMY acleKTi € CTaHAapTHU30BaHI 010J0TIYHO
aKTHBHI CyOCTaHLIi IPUPOJHOTO MOXOKEHHs, PO3p0o0ieHI Ha OCHOBI MPOIYKTIB OKUIBHUIITBA —
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men nopotmkonoaioauit (MII), penonpumii rinpododuuii npenapat nponomicy (PITIIT), a Takox
pocnunaHa cyOcrannis «[lnantarmonua» (CII), ski OposBISIOTH MPOTH3ANAIbHY, aHTUMIKPOOHY,
MPOTUBIPYCHY, AHTUOKCUIAHTHY, pPENapaThBHY, 3arajlbHO3MIIHIOIOYY [0 1 CTaIu 00’ €KTaMu
EKCTIEPUMEHTAIBHUX JOCIIKEHb.

Marepianu i MeToam AOCTiI:KeHHS. 3 METOI PAIIOHAIBHOTO MMIXO0Iy J0 PO3pOOKH
CKJIaJly Ta TEXHOJIOTIi TBEPAUX JIKapChKUX (hOPM, BXKIIMBUM 3aBJAHHSAM € TOCITIDKEHHS (papmako-
TEXHOJIOTTYHUX mapamerpiB APl Ta iX cymimeidl 3 AONOMDKHMMH pedoBHHamMH. B xomi
eKCTIIEpUMEHTY OyiH MpoBeAeHI BUMPOOYBaHHS 1O BHUBYCHHIO (I3UKO-XIMIYHHUX Ta (papmaxo-
TexHOJIOTTYHUX MOKa3HUKIB ADI — MII, ®ITIII ta CII ta ix cymimri 3 JOMOMDKHUMH PEYOBUHAMH.
3a OpraHoJIENTUYHUMHM TOKa3HUKaMU cyocranmis  MII mnpexacraBiste  co000  Cyxwid,
TOHKOJMCIICPCHUM OJHOPIIHUN TMOPOIIOK, 0€3 CTOPOHHIX IOMIMIOK, OJHOPITHOT KOHCHCTEHIII],
OpraHoJIENTUYHI BIACTUBOCTI SIKOT MMOBHICTIO € TAPMOHI30BAaHUMHM 3 BUMOTaMH po3pobnenux TY YV
10.8-39834691-001:2015. [ns miaTBepKeHHS MOXJIMBOCTI BUKOpucTaHHs MII y cxmani cyminni
JUTSI TpaHyJIOBaHHS PO3POOITIOBAHOTO JIIKAPCHKOTO Mpernapary, Oyau JOCTIKEeH1 Horo gapmako-
TEXHOJIOTIYHI XapaKTePUCTUKH. 3 METOI0 palliOHaJbHOrO0 BHOOpPY ONTHUMAalbHOI KUIBKOCTI
JOTIOMDKHHMX PEYOBHH IPH pO3poOIll IpaHyd, HaMH OYyJIO BHUBUYEHO TEKY4ICTh CYOCTaHIIIH, KyT
MIPUPOJHOTO YKOCY, «BOJIOTOBMICT, HAaCHWITHAa TYCTHHY JO 1 ICIsI YCaJKW, BOJOTOTOTIMHAHHS,
«IIPECYEMICTH» (3a CTIMKICTIO A0 pO3/aBiIOBaHHS) TOLI0. BUnpoOyBaHHS MPOBOAMIHN 32 BUMOTaMU
ADY 2.0. Pesynbratu QapMako-TEXHOJOTTYHUX BHUMPOOYBaHb CTaHAAPTH30BAHOI CyOCTaHIi
OITIII, cBiguaTh Mpo Te, IO i TEKYUICTh € JACII0 MEHIIOO MO BIIHOMIEHHIO 10 cyOocTtanitii MII, ane
TaKOX HE JOCTATHBOIO ISl OJAEP)KaHHS HEOOXiTHHX TEXHOJIOTIYHWUX BIIACTUBOCTEH Macu [Uis
rpaHyatoBaHHs. Takoxk OyJo 3apeecTpOBaHO HE3aI0BUIbHE 3HAYEHHS 1 KyTa MPUPOJHOTO YKOCY Ta
BCTAQHOBJICHO JOCTaTHbO BHUCOKY 3AATHICTh CyOCTaHIIl MOTJIMHATHA BOJOry 3 moBiTps. [lomanbimi
JOCIIJKEHHST OyJau TIPUCBSYCHI BUBYEHHIO OPTaHOJENTHYHHX, (IBUKO-XIMIYHUX Ta (apmako-
TEXHOJIOTIUHUX BiacTuBocTe cyOctanmii «IDlmantarmouumy (CII), orpumanoi 13 cymimri
MoJTicaxapuaiB 3 JUCTS MOJOPOKHUKA BEITUKOTO, sKa Takoxk € ADI po3poOiroBaHOTO JKapCHKOTO
npenapary y ¢popmi rpanyi, a Takox cyminri ADI (MII, ®ITII, CIT) 3 tonoMbKHUMH PEUOBUHAMH.

PesyabTaTtu aociaimkeHnsi. Busuenns kpucranorpadivaux xapakrepuctuk MII, OITIII,
CII Ta ix cymimieit 3 JOMOMDKHUMU PEYOBUHAMH MPOBOJAMIIN 13 3aCTOCYBAHHIM METOIY PacTpOBOT
Mikpockomii. JlaHuif MeToa M03BOJsE 3a 3pa3KaMH HEBEIMKOTO PO3MIPY BHUBYMTU CTPYKTYpPHI
XapaKTEPUCTHKU y MHUPOKOMY Aiana3zoHi 30uibmeHs 20-100, ta 30iab1yBaTH IIMOMHY (BOKYCY Y
300 paziB. MIKpOCKOIIYHI JOCTIPKCHHS TPOBOIWIM 3 YpPaxXyBaHHAM ICHYIOUHMX METOMIIB
BHU3HAYEHHS AUCIIEPCHOCTI MOPOLIKIB.

BucHoBku. Pesynbratu npoBeneHux BUMIPOOYBaHb CBiTYATh Y IEPCIICKTUBI PO BIANOBITHY
CKJIQIHICTh TPOBEJCHHS TEXHOJOTIYHOTO TMpollecy OJAEpKaHHS TpaHyl TpU BBEICHHI
crannaptuzoBanoi cyoctanuii @I'TIIT meTonom mpsiMoro mpecyBaHHS, TOMY OyJ0 3alPONIOHOBAHO
MIPOBECTU TpaHyatoBaHHA cymimeid ADI 3 JOMOMDKHUMU PEUOBHHAMU 13 BUKOPHUCTAHHAM METOAY
BOJIOrOro rpanyntoBanHs. OTpuMani pe3yibTatu cBimdarh, mo cyocranuii MII, ®I'TIIT ta CII e
PO3YHHHI B €TaHOJI1, ajlie 100pe 3MOUYIOThCS, MPO IO CBITYUTH 3MiHA TX KpaiB YaCTUHOK.

I'anuyk L.O.
®APMAKOEKOHOMIYHUM AHAJII3
3ACTOCYBAHHS ITPEMTAPATIB, IO MICTATDb TAHKPEATHH ITIPU
HEJOCTATHOCTI EK30KPUHHOI ® YHKIII OIIIIJIYHKOBO 3AJ1031 Y XBOPUX
HA XPOHIYHU MAHKPEATUT
Kageopa ¢papmayii
bykosuncvruii deporcasnuil meOuuHuil yHigepcumem
Beryn. XpoHIYHMM MAHKPEATUT € OJHIEI0 3 HAHOUIBII aKTyalbHHUX MPOOJIEM Yy CyYacHIH
racTpoeHTepoJiorii. SIKicTh KUTTS Ta TMOBHOIIIHHE Xap4yyBaHHsS MAIli€eHTIB 3 (pepMEHTATHBHOIO
HE/IOCTATHICTIO MIAIUTYHKOBOT 3aJ03M  MOJJIMBE 3a YMOBHM 3aCTOCYBAaHHS 3aMicHOI Tepamii
¢depmeHTHUX mpemnapariB. Jlo uucia mpemapariB, 10 BHUKOPUCTOBYIOTHCS B 3aMicHIN Teparii
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