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30ipKka MICTUTh MaTepiajll HayKOBO-IIPAKTHUYHOT KOH(EpeHIliT MOIOUX yYeHUX Ta
crynenriB «Topical issues of new medicines developmenty, mpucsstuenoi 150-piudio 3 qHs
HapojkeHHd M. O. Bamdmka, $Kki 3rpylnoBaHO 3a IPOBIJHUMH  HaIlpsIMKaMu
HAYKOBOJOCHIIHOI ~Ta  HaByajnbHOi pobotn  HamionanepHOro  ¢apmMareBTUYHOIrO
yHIBEpCcUTETYy. PO3risHYyTO TeopeTHuHi Ta MPaKTUYHI AaCHeKTH CHHTE3y O10JIOT14HO
AKTUBHHX CIIOJIYK 1 CTBOPEHHS Ha iX OCHOBI JIIKQpChKUX CYOCTaHIIN; CTaHAapTH3AIII] JIiKIB,
(apMaleBTUYHOTO Ta XIMIKO-T€XHOJIOTTYHOIO aHali3y; BUBYEHHS POCIMHHOI CHPOBHHHM Ta
CTBOpPEHHS (iTOoIpenapaTiB; Cy4acHOI TEXHOJIOTII JIIKIB Ta €KCTEMIOPaJIbHOI pelenTypH;
OlorexHosorii y Qapmarli; IOCSITHEHb CydacHOi (apMaleBTUYHOI MiKpoOioJorii Ta
IMYHOJIOT'11; TOKIIHIYHUX TOCTiI)KeHb HOBHX JIIKApChKUX 3ac00iB; (apMaIieBTUYHOI OMIKH
peLenTypHUX Ta Oe3pelenTypHUX JIKAPChbKUX IpenapariB; JIOKa30BOI MEIUIMHU;
cydacHoi  (apmaxoreparii, COLaJIbHO-EKOHOMIYHUX  JOCIIKeHb y  (papmauii,
MapKETUHTOBOTO MEHE/KMEHTY Ta (papMakOeKOHOMIKM Ha eTarax CTBOPEHHs, peasizaiii
Ta BHUKOPUCTaHHS JIKapChbKUX 3aco0iB; YIpaBIIHHS SKICTIO Yy Taly3l CTBOpPEHHS,
BUPOOHUITBA M 00Iry JIKapchKUX 3aco01B; 1HQOpMaLiHUX TEXHOJOTiH y ¢apmauii Ta
MEJUIIMHI, OCHOB IIE€JaroTiKM Ta TICUXOJIOTI{; CYCHUIbCTBO3HABCTBA; ijosmorii. Jlis
HIMPOKOTO KOJIa HAYKOBHUX 1 MPAKTUYHMX MPALlIBHUKIB (hapmallii Ta MEAULIUHU.
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are associated with acid aggression and Helicobacter pylori infection. In this regard,
pharmacotherapy is carried out in a complex manner. One of the basic drugs, according to the
protocols for the treatment of hyperacid conditions of diseases of the gastrointestinal tract, are
gastrocytoprotectors, which include the drug rebamipide, which help to restore the integrity of the
mucous-epithelial barrier in combination with antacids and astringents, depending on the cause of
the hyperacid state.

Aim. Due to the high demand for this drug in the treatment of diseases of the
gastrointestinal tract, rebamipide was chosen as an object of research to study the chemical
interaction with preparations of bismuth, aluminium and magnesium, which are included in the
protocols for the treatment of hyperacid conditions.

Materials and methods. The studies were carried out on the preparations "Mucogen”
(rebamipide 100 mg), "De-nol" (colloidal bismuth subcitrate, 120 mg), "Maalox” (aluminum
hydroxide 400 mg, magnesium hydroxide 400 mg).

Results and discussion. The leading pharmacopoeias of the world do not include
monographs on the finished medicinal product rebamipide. In turn, the modern world makes high
demands on the quality of medical care and pharmaceutical care, especially the rational prescription
of complex therapy. Therefore, the study of chemical interactions is the key to quality treatment.
Therefore, a preliminary method was developed for the quantitative determination of rebamipide by
absorption spectrophotometry in the ultraviolet region of the spectrum, by the standard method. A
0.1 M solution of hydrochloric acid was chosen as the test medium, since the drug, in accordance
with the instructions for use, exerts its effect in the stomach and chemical interaction with other
drugs is possible in the gastrointestinal tract.

The presence of the absorption maximum of rebamipide in the absorption spectrum in a 0.1
M solution of hydrochloric acid at a wavelength of 327 nm was determined experimentally.

The proposed method was used to carry out the pharmacologo-technological test
"Dissolution” using other drugs in the dissolution medium of 0.1 M hydrochloric acid solution. A
test was carried out with the addition of rebamipide, rebamipide with a medicine of bismuth and
rebamipide with a medicine of the combination of aluminum and magnesium into the cells. The test
was carried out for 90 minutes.

Conclusions. As a result of the determination, the absorption spectra of the drug rebamipide
and the combination with other drugs did not differ, which indicates that the active components do
not enter chemical interaction and can be recognized regardless of the time of administration of
another ones.
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Introduction. Prolonged forms of isosorbide dinitrate have high antianginal efficacy and
lower incidence of side effects compared to conventional tablets. The most reliable prolonged
formulations in biopharmaceutical behavior are oral dosage forms containing active substances
divided into many individual particles (granules).
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Aim. Development and validation of available and accurate methods for quantitative
determination of isosorbide dinitrate in matrix granules using HPLC.

Materials and methods. Used raw materials and reagents:

- matrix granules obtained by extrusion-spheronization containing isosorbide dinitrate (40%)
and excipients (Eudragit NE30D, lactose monohydrate, microcrystalline cellulose,
hydroxypropylcellulose);

- RS of isosorbide dinitrate (P = 100.0%), calibrated by EP CRS isosorbide dinitrate;

- substance of isosorbide dinitrate (RPF "MICROKHIM™);

- excipients (placebo);

- reagents (water R; methanol R2; ammonium acetate R; glacial acetic acid R).

Used equipment:

- liquid chromatograph SHIMADZU LC-20AD XR;

- processing of results - the program LCsolution version 1.24.SP.1

- chromatographic column Supelco Discovery C18 with a size of 0.15 m x 4.6 mm with a
particle size of 5 um;

- ultrasonic bath UZV-5,7;

- conductivity pH meter HI 255;

- analytical scales electronic OHAUS 2140;

- Schott funnel;

- Bunsen flask;

- measuring cylinder with a capacity of 1200 ml, 500 ml, 1000 ml;

- measuring flasks with a capacity of 25 ml, 50 ml, 200 ml.

Supplies:

- PTFE or PES membrane filters d = 47 mm, 0.45 um;

- syringe filters PTFE or PES d = 25 mm, 0.45 um;

- ashless filter paper;

- vials with a capacity of 2 ml.

Chromatography conditions:

- liquid chromatograph with UV detector;

- chromatographic column with a size of 0.15 m x 4.6 mm, filled with silica gel for
chromatography octadecylsilyl R (C18) with a particle size of 5 um;

- mobile phase: water R - buffer solution with a pH of 4.7 - methanol R2 (350:100:550v/v);

- the speed of the mobile phase - 1.0 ml / min;

- detection at wavelengths of 220 nm;

- injection volume - 50 pl.

Results and discussion. A method for quantitative determination of isosorbide dinitrate in
matrix granules has been developed. The method of quantitative determination of isosorbide
dinitrate in matrix granules is validated and suitable for analysis. The method of analysis is
characterized by sufficient convergence and accuracy in the entire range of concentrations of 80-
120%. The value of the relative confidence interval does not exceed the maximum allowable
uncertainty of the analytical method. Intra-laboratory accuracy of the method is confirmed. The
method of analysis is linear in the whole range of concentrations of 80-120%. The values of MV
and MKV are much smaller than the lower limit of the concentration range and therefore can not
affect the accuracy of the analysis.

Conclusions. During the validation of the method, typical validation characteristics were
determined - specificity, convergence and correctness, intra-laboratory accuracy, linearity of the
method, limit of detection (LD) and limit of quantitative determination (LQD). The values of all
validation parameters do not exceed the established eligibility criteria.
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