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(papMaxoJIOTiuHi BIaCTUBOCTI

2. Synthesis of new polymorphic forms of active pharmaceutical ingredients and their effect on physico-chemical
and pharmacological properties

Pedepar:

1. Inceprarnis Ha 3000YTTSI HAYKOBOTO CTyIEeHs gokTopa ¢dinocodii 3a cnenjianbHicTo 161 «XimMiuHi TexHOOTrII Ta
iHKeHepia». — HaluioHalbHUI TEXHIYHNN YHiBepcUTeT YKpaiHu «KUIBCHKUM NOJITEXHIYHMI IHCTUTYT iMeHi Irops
Cixopcskoro», MOH Vkpainu, Kuis, 2023. JuceprauiiiHa po60Ta IpUCBSY€HA BUBYEHHIO SIBULIA NTOJIIMOPdiZMy
aKTUBHUX (papMalleBTUYHUX iHIPEieHTiB Ha IPUKJaAi cyocTaHLil 6-MeTtunypauuiny, EHicamiym ta
JesnoparaguHy, ofep>XKaHHIO HOBUX NOJIIMOPGHUX POPM LIMX CYOCTaHIIN Ta JOCIIXEHHIO (Pi3NKO-XiMiUHUX Ta
(hapmakoIoriyHUX BJIACTUBOCTEN. B pobOTi JOCTIIKEHO IIpenapaTyuBHi MiAXoau 40 CUHTE3y aKTUBHOT'O

dhapmaneBTUYHOrO iHrpeieHTa — 6-MeTuaypanusy Ta IPOMDKHUX CIIOJNYK. 3pobJieHa OLjiHKa BiloMUX METOIiB



CHHTE3y Ha IPeAMET MO>KJIMBOCTi BUKOPUCTAaHHS B IPOMUCJIOBUX YMOBax. [lepeBipeHi Hai6inbll nepCcrneKTBHi
YMOBM OTPMMAaHHS LiJIbOBUX PEYOBUH Ta MOKJIMBICTh MacIITabyBaHHS XiMIUHUX cTafliil Ta pouecis. BinnpanpoBaHi
YMOBH JBOCTaIilHOT'O CUHTE3y 6-MeTuiypanuily BUXO4S4M 3 KOMEPLiHHO LOCTYITHOI BUXiTHOI CHDOBUHU —
aLeTOOLTOBOIO €TUJIOBOIO €CTEPY Ta CEYOBMHU. Ha nepiuiit cragii NpoBeLeHo a3e0TPOIIHY BilTOHKY BOAY 3
FeKCaHOM B SIKOCTi PO3YMHHUKA [TPY KaTaJi3i 1apa-To1yeHCyIb(POHOBOIO KACJIOTOI Ta OTPMMAHO BiAIOBiIHNN
eTWIyPeifoKpOTOHAT. HarpiBaHHSAM €TUIIYPEINOKPOTOHATY 3 BOGHMM JIYTOM 3 HACTYIIHUM JIOJaBaHHSIM J10
PeakliifHoi CyMillli COJISIHOI KUCJIOTH OTpMMaHo 6-MeTuinypauuil. Po3po6ieHa Ta BIPOBaJKeHa [IPOMHUCIIOBA
TEXHOJIOTis] CUHTE3y aKTUBHOTO (papMalieBTUYHOTrO iHrpeienTa 6-MeTtunypauus. JucepTauiitHa po60oTa BUKIaZeHa
Ha 246 CTOpiHKaxX MallMHOMMCHOTO TEKCTY, CKJIQJAETHCS 3 BCTYILY, YOTUPbOX PO3LijiB, 3araJlbHUX BUCHOBKIB,
CIIMCKY BUKOPHMCTAHUX JPKEPEJ Ta OJHOTO A0JATKy. OOCITr OCHOBHOI'O TEKCTY IucepTalii cknagae 139 ctopiHok
IPYKOBaHOro Tekcty. Pobora imocTtpoBaHa 36 TabnuusiMu Ta 63 pucyHkamu. CIIMCOK BUKOPUCTAHUX JIKEpel

MiCTUTb 475 HallMEHyBaHHS, 3 HUX 468 JIaTUHULIEIO.

2. The thesis for a Doctor of Philosophy degree in speciality 161 «Chemical technologies and engineering». —
National Technical University of Ukraine "Igor Sikorsky Kyiv Polytechnic Institute", Ministry of Education and
Science of Ukraine, Kyiv, 2023. The dissertation work is devoted to the study of the phenomenon of polymorphism
of active pharmaceutical ingredients using the examples of the substances 6-Methyluracil, Enisamium, and
Desloratadine, the preparation of new polymorphic forms of these substances, and the study of their
physicochemical and pharmacological properties. The work examines preparative approaches to the synthesis of
the active pharmaceutical ingredient - 6-Methyluracil and intermediate compounds. An evaluation of known
synthesis methods was made for the possibility of use in industrial conditions and scaling. The most promising
conditions for obtaining target substances and the possibility of scaling chemical stages and processes have been
verified. The conditions for the two-stage synthesis of 6-Methyluracil based on commercially available raw
materials - acetoacetic ethyl ester and urea - have been worked out. At the first stage, water was azeotropically
distilled with hexane as a solvent under the catalysis of p-toluenesulfonic acid, and the corresponding ethyl
ureidocrotonate was obtained. 6-Methyluracil was obtained by heating ethyl ureidocrotonate with aqueous alkali
followed by the addition of hydrochloric acid to the reaction mixture. An industrial technology for the synthesis of
the active pharmaceutical ingredient 6-Methyluracil was developed and implemented. The thesis consists of 246
pages of typewritten text, consists of an introduction, four chapters, general conclusions, a list of used sources and
one appendix. The volume of the main text of the dissertation is 139 pages of printed text. The work is illustrated
with 36 tables and 63 figures. The list of used sources contains 475 names, of which 468 are in Latin.
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