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1. HaykoBi 0OCHOBY pO3POOKY TOJIIMEPHUX KOMIIO3UILiH JIIKapChbKUX 3aCO0iB 3 IPOTHO30BaHUM Ipodinem

BUBIJIbHEHHS

2. Scientific bases of development of polymeric compositions of medicines with the forecasted release profile

Pedepar:

1. Inceprauis npucBgyeHa po3pobKaM HAyKOBUX OCHOB TEXHOJIOTiI CTBOPEHHSI [TOJliIMEPHUAX MAaTPUYHUX
KOMITO3UIIiN [IJ1s1 OTPUMAaHHS JIiKaPChKUX 32CO6iB 3 MPOrHO30BaHUM ITpodisieM BUBIJIbHEHHS HA OCHOBI
€KCIIEPMMEHTAJIbHUX JJAaHUX i MaTEMaTUYHOT'O MOJIEJIIOBAaHHS BUBIJIbHEHHS 1 pO34MHeHHs1. [IpoBejeHO AOCiIpKEeHHS
BYBIiJIbHEHHS i30COp0iy AUHITPATy, 3alIPOIIOHOBAHO KOMIO3U1LIil0. PO3p06/IEHO MaTeMAaTUYHY MOZEJb BUBIIbHEHHS
B 3aJI€’KHOCTI Bifj CKJIafly Ipenapary. Briepie cTBOpeHO MOJiesib BUBiIbHEHHS JlikapchKoi cyoctanuii B [IIKT Ha
OCHOBI [T0Ka3HUKIB in vitro 3 BpaxyBaHHsM 3MiHM pH 110 30HaX IJTYHKOBO-KMIIKOBOIO TPAKTy Ha NMpuKamni 2-(2-
Kap6okcunatoeTua)-1,1,1-TpumetnirigpasuHiio. Bnepiie CTBOpEHO KOMITIOTEPHY MOZEJIb BUBLILHEHHS CyOCTaHLii B
KT Ha OCHOBI OKa3HMKIB HOPMAJIbHOTO PO3IOLiNY in vitro 3 BpaxyBaHHAM pH 10 30HaX IIyHKOBO-KULIKOBOTO
TPaKTy Ha NPUKIAAL 2-3TUJI-6-MeTUI-3-TiIpOKCUMipiuHy cyKuuHaTy. Po3po6seHo npolenypy IporHo3yBaHHS



KOpUIOpY rpaHullb BUBiNbHeHHS cyocTanLii B LIIKT. BusBieHO 3aKOHOMIPHOCTI PO3YMHEHHS cuilfieHadily LUTPaTy
y KOMITO3ULIHUX CHUCTeMaX, MiAi6paHo yMOBY ONTUMAJIbHOI PO3YMHHOCTI, CTBOPEHO MaTeMaTUYHy MOZEJIb
po3uyrHeHHs. CTBOPEHO KOMIIO3ULIMHNN JIKapChKUI TIpenapar y popMi 0pabHOTO CIIpero cingeHadiny LUTpary.
P0o3p06s1€HO TEXHOJIOTIYHUI IPOLIEC BUPOOHULTBA IPOJIOHTOBAHOI (POPMHU 2-3TUJI-6-MeTUII-3-TigPOKCUMIPIINHY
CYKLIMHATY.

2. The dissertation is devoted to the development of the scientific foundations of the technology for creating
polymer matrix compositions for the production of drugs with a predictable release profile based on experimental
data and mathematical modeling of release and dissolution. The study of the release from polymer matrix
composite tablets of drugs containing isosorbide dinitrate, 2-(2-carboxylatoethyl)-1,1,1-trimethylhydrazinium and
2-ethyl-6-methyl-3-hydroxypyridine succinate. For isosorbide dinitrate, a composition is proposed that contains
granules of a substance coated with a polymer. An experimental and statistical study of the kinetics of the release
of isosorbide dinitrate from polymer matrix granules of different sizes at different pH values of the release medium
was carried out. It was found that the release of isosorbide dinitrate does not depend on the acidity of the medium
and does not depend on the size of the granules. For the first time, a mathematical model of the release was
developed depending on the composition of the preparation granules, which makes it possible to determine the
required amounts of matrix granules to achieve the required release kinetics. The high accuracy of modeling has
been experimentally confirmed. As a result of research and modeling, a drug with a given release profile was
obtained. For 2-(2-carboxylatoethyl)-1,1,1-trimethylhydrazinium by obtaining experimental data and statistical
analysis, the kinetics of drug release from polymer composite tablets with prolonged action was investigated. The
dependence of the kinetics of the release of 2-(2-carboxylatoethyl)-1,1,1-trimethylhydrazinium on pH has been
established. A statistical computer model of the release of a drug substance in the gastrointestinal tract has been
created based on in vitro parameters, taking into account pH changes in the gastrointestinal tract zones. A
computer model of the release of the substance from tablets based on the bootstrap method in combination with
spline data interpolation is proposed. Experimental and statistical studies of the release of 2-ethyl-6-methyl-3-
hydroxypyridine succinate from polymer composite tablets with prolonged action have established a weak
dependence of the release rate on the viscosity of hydroxypropyl methylcellulose in the range from 6 to 200 Pa-s.
Based on the research, a polymer matrix was selected for economic reasons. The dependence of the kinetics of the
release of 2-ethyl-6-methyl-3-hydroxypyridine succinate on pH has been established. It was found that the data
on the kinetics of the release of 2-ethyl-6-methyl-3-hydroxypyridine succinate have a normal distribution. A
computer model has been created for the release of an active pharmaceutical ingredient in the gastrointestinal
tract based on the indicators of the normal distribution of laboratory data and taking into account the change in
pH in the zones of the gastrointestinal tract. On the basis of the model, a procedure for predicting the corridor of
the boundaries of the release of a substance in the gastrointestinal tract was developed. For sildenifil citrate, the
regularities of solubility in polymer systems containing polyethylene glycols and in polyethylene glycol - propylene
glycol - hydrochloric acid systems were experimentally revealed. The synergism of the action of PEG and
hydrochloric acid was revealed, the conditions for optimal solubility were selected, and a mathematical model of
dissolution was created as a modified model of Jouyban-Acree. A liquid form of a composite polymer-containing
drug of instant release in the form of an oral spray of sildenafil citrate has been created. A technological process
for the production of a polymer composite preparation 2-ethyl-6-methyl-3-hydroxypyridine succinate with
prolonged action has been developed. The polymer composition in the form of film-coated matrix tablets consists
of compressed matrix granules. Matrix granules contain an active substance in a polymer matrix and neutral
auxiliary components. The technological process consists of the following main stages: mixing, granulation, drying,
pressing, film coating. A scheme for obtaining the drug was drawn up, the material balance was calculated by
stages. The introduction of technologies into production was carried out.
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