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I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Iudp cnenianizoBaHoi BY€HOI pagH (Pa30Boi CIeliaJai30BaHOi BYEHOI pazu): [l 26.220.01

IloBHe HaiMeHYBaHHSI IOPHUAUYHOI OCOOH: [HCTUTYT 6ioopraHiuHOi Ximii Ta HadTOXiMii im. B.IT. Kyxaps

HaujonasnbHoi akagemii Hayk YKpaiHu

Kopg 3a €IPIIOY: 03563790
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InenTugikarop ROR: He zacrocosyerscs

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

IloBHe HaiMeHYBaHHSI OPUAHUYHOI OCOOH: [HCTUTYT 6ioopraHiuHOi ximii Ta HadTOXiMil im. B.IT. Kyxaps
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V. BimomocTi npo gucepraniio
Moga guceprariii:
Koy TeMaTHYHUX PYOPHK: 31.23

Tema guceprauii:
1. CuHTe3 Ta BIACTUBOCTI HOBUX 06i0aKTUBHUX MOXigHUX 1,3-0Kca3oy

2. Synthesis and properties of new bioactive 1,3-oxazole derivatives

Pedepar:

1. Ha ocHOBI 2-anunamino-3,3-1UXJI0pOaKPUJIOHITPUIIIB CUHTE30BAHO HOBI 5 aMiHO-, 5 apuiicyibdaHnin- ta 5-
apuicynb@oHin-1,3-okca3os-4-KapOOHITPUIIH, i BCTAHOBJIEHO 3B’130K CTPYKTYPa-aKTUBHICTb B PSy LIUX CIIOJYK.
PesynbTaTyl IPOTUNYXJIMHHOI aKTUBHOCT] in vitro 1nokasasnu BU3HAYaJbHUM BILJIMB Ha 6i0akTUBHICTb rpynu SO2 'y
IIOJIOXKEHHI 5 OKCa30JIbHOTO Kisblig. Ha ocHOBI 1,3-0Kca3051-5-Cyab(OHINXI0PUIiB CUHTE30BaHO Psijl HOBUX
6i0aKTHMBHUX CyJIb(OHINAMIIB, SKi MiCTATb L[iaHO- 00 €CTEepPHY I'PYIy B IIOJIOXKEHHI 4 1,3 OKCa30JIbHOTO KiJbLS.
JocminkeHa peakuis MEeTUJIOBUX eCTepiB 2-apuii-5-xy10pocyinbdoHin-1,3-okcazosn-4-kap60HOBUX KUCJIOT 3 5-
amiHo-3-R-1H-nipa3zonamu Ta 5-amino-3-R-1H-1,2,4-Tpuasosamu. Ha ocHOBi yTBOpeHUx cysbdoHinaminis B
pesysbTaTi neperpynyBaHHg CMaiiyica Ofep>KaHo HOBI TPULMKIIIYHI crtostyKu — [1,3]okcasono[5,4-d]nipasono[l,5-
anipuminnn-9(4H)-onu Ta [1,3]okcaszono[5,4-d][1,2,4]rpuasomno[1,5-a]nipuminnua-9(5H)-oHu, a TakoXK BUiNIEHO B

iHIMBinyanbHOMY CTaHi MPOMDKHI criosiyku — metuil 5-(1H-nipazosn-5-in)amino-1,3-okcazos-4-kapboKCUIaTH.



Ximiynuit cunrtes, Y- Ta AMP-cnekrpockomnis (1H, 13C), xpoMaTo-mMac-CEKTPOMETPisl, pEHTT€HOCTPYKTYpHE
IOCJTiIKeHHs], eJleMeHTHUI aHasi3. [[poBeneHo 6i0I0riYHM CKPUHIHT in vitro psiy HOBUX MOXigHUX 1,3-0Kcasouy.
Cepepn, HUX 3HAIJEHO CIIOJIYKU 3i 3HAYHOIO aKTUBHICTIO Ta CEJIEKTUBHICTIO 100 BipyCy MaIliJIOMU JIIOOUHU TUIy 11,
LJUTOMETAJIOBIPYCY, a TAKOX IIPOTUIYXJIMHHOIO Ji€l0 MO BiJHOWEHHIO O MIMPOKOro CIEKTPY JIiHill paKOBUX KJIITHH.
[Ipu nopiBHSIHHI pe3yJbTaTiB NPOTUIYXJIMHHOI aKTUBHOCTI BilOMUX NOXigHUX 1,3 0KCa3oJ1y, BUSBIEHO 3B'I30K iX
IIOHOPHO-aKIENITOPHUX BJIACTUBOCTEH i3 piBHEM MPUTHiIYEeHHSI PaKOBUX KJIiTUH. Cpepa BUKOPUCTAHHS —

6ioopraHiyHa Ximisl.

2. On the basis of 2-acylamino-3,3-dichloroacrylonitriles new 5-amino-, 5-arylsulfanyl- and 5-arylsulfonyl-1,3-
oxazole-4-carbonitriles were synthesized and the structure-activity relationship was established in a number of
these compounds. The results of antitumor activity in vitro showed a decisive influence on the bioactivity of the
SO2 group at the 5 position of the oxazole ring. On the basis of 1,3-oxazole-5-sulfonyl chlorides a number of new
bioactive sulfonylamides containing a cyano- or ester group at the 4 position of the 1,3-oxazole ring were
synthesized. The reaction of methyl esters of 2-aryl-5-chlorosulfonyl-1,3-oxazole-4-carboxylic acids with 5-
amino-3-R-1H-pyrazoles and 5-amino-3-R-1H-1,2,4-triazoles. Based on the formed sulfonylamides, new tricyclic
compounds - [1,3]Joxazolo[5,4-d]pyrazolo[1,5-a]pyrimidin-9(4H)-ones and [1,3]Joxazolo[5,4-d][1,2,4]triazolo[1,5-
a]pyrimidine-9(5H)-ones, and isolated in the individual state intermediates - methyl 5-(1H-pyrazol-5-yl)amino-1,3-
oxazole-4-carboxylates. Chemical synthesis, IR and NMR spectroscopy (1H, 13C), chromato-mass spectrometry, X-
ray diffraction study, elemental analysis. In vitro biological screening has been carried out for a number of new 1,3-
oxazole derivatives. Compounds with significant activity and selectivity for human papillomavirus type-11,
cytomegalovirus, and antitumor activity in relation to a wide range of cancer cell lines have been found among
them. When comparing the results of antitumor activity of known 1,3-oxazole derivatives, the association of their
donor-acceptor properties with the cancer cell inhibition level was revealed. Scope - bioorganic chemistry.
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Penensentu

VIII. 3ak1104Hi BiZOMOCTI
BaacHe IlpizBuiie Im's ITo-6aTbKOBI
TOJIOBH pagu

Biiacue IIpizBuie Im's I1o-6aTbKOBi
TOJIOBYIOYOTO Ha 3acCiiaHHi
BignoBigasibHUI 3a MiATOTOBKY

00JIiIKOBHX JOKYMEHTIB

PeecTpaTtop

KepiBHuk Bigainy YKpIHTEI, mpo €
BiZINOBiZaJIbHUM 32 peeCcTpallilo HayKOBOi

OisSIIBHOCTI

BoBk Anppiii IBaHOBAY

BoBk AHppiii IBaHOBUY

IOpuenko T.A.



