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BBEAEHUE. StuntnobeHsumupasona dymapat (3TBU®) — akTonpoTekTopHas
W ajanToreHHas akTuBHag dapmMaueBTMyeckas cybcTaHums. YCTaHOBAEHO, YTO 30-
tbekTMBHOCTb Tepanun STBU® pocTuraeTcs Npu KypcoBOM BBEAEHUM C BbICOKOW Ya-
CTOTOM NpueMma, TakXke OTMEYEHbl HexenaTesbHble AeCTBUS, CBS3aHHble C pacTBo-
peHvem STBU® B cpepe xenyaka. B cBa3u ¢ 3TUM akTyanbHoOM aBnseTcs papaboTka
MaTpUYHOI NekapcTBeHHOM hopMbl C NpoduaeM BbICBOOOXAEHMS, KOTOPbIA NO3BO-
NIUT HUBENIMPOBATb OMMUCAHHBIA NOBOYHBIN IDDEKT, CHU3UTL YACTOTY NpueMa U TeM
CaMbIM MOBbICUTb KOMMIAEHTHOCTb K Tepanuu.

LLEJIb. Pa3paboTka cocTaBa M TEXHONOTUM MAaTPUYHbIX TabneTok 3TUNTUOOEH3UMU-
nasona pymaparta B COOTBETCTBUM C 3aAaHHbIM NpoduneM BbICBOOOXAeHMs (MoNHoe
BbiCBOOOXAEHME B TeyeHue 12 u, He 6onee 50% STBN®D BbicBOBOXAAETCA B KUCON
cpefe B TeyeHMWe nepBbIX 2 Y, OCTaBLUEECS KOIMYECTBO PaBHOMEPHO BbiICBOOOXAAET-
cs 3a nocnenyowue 10 4 B cpene, MOAENUPYIOLLEN YCIOBUS KULLEYHUKA).
MATEPUAJIbI U METOAbI. O6bekToM MccnefoBaHUs aBnsetcs cybcTaHumsa 3Tun-
TMobeH3nMmaasona Gymapara, a TakKe MaTpuyHble TabneTku C rmApokcunponui-
MeTWULLEeNNION030/M M ITUNLENNION030/ Ha ee OCHOBe. M3yyeHbl MexaHuyeckue
cBoiicTBa Tabnetok, onpegeneHbl MokasaTenn «MpOYHOCTb HA pa3faBiMBaHME»
M «UCTUpaeMocTb». M3ydeHne npocduneit BbicBob6oXAeHns ITBN® nposogunu
B dpocdaTtHbix 6ydepHbix cpesax (pH 1,2; 4,5 n 6,8) c ucnonbsoBaHuem Tectepa
pacTBopeHus u YD-cnekTpoMeTpum.

PE3YJIbTATbI. N3yyeHa kuHeTuka BbicBoboxAeHMS DTEUD 13 MaTpuyHbIX cuCTeM,
cofepxalmx MaTpuueobpasytoLime areHTbl C pa3HbiMU NpUHLMNAMK 06pa3oBaHus
MaTpuubl. [1ng cOCTaBOB Ha OCHOBE MMAPOKCUMPONUIMETUILENIONO03bI YAAN0Ch [0-
CTUYb MPONIOHTMPOBAHHOIO BbiCBOGOXAEHUS cybcTaHumm ITBUD ¢ 90%-HbIM BbI-
cBoboXxaeHMeM akTUBHOM GapmMaLeBTUYeCKOi cybcTaHLMK 13 TabneTok yepes 12 u.
[lng cocTtaBoB C 3TMNLENNON0301 BbicBOBOXAEHME cybcTaHuMKu cocTaBuno ot 60
no 90%, npu 3TOM B KMCNOW cpene BbicBoboXAaeTcsa 6onbwas Yyactb ITBUD. YcTa-
HOBJIEHO, YTO BBEJEHME KMCIOTHOTO areHTa He BAnsgeT Ha Npodub BbICBODOXAEHMUS
JTBUN® 13 MaTpuyHbIX TabneTok.

BbIBOObl. B xome wccnepoBaHus paspaboTaH coCTaB MaTpUYHbIX TabneTtok,
YAOBNETBOPAIOWMIA 3aaaHHOMY npodunio BbicBoboXaeHMs. Haubonee nonHoe
M paBHOMepHOe BbiCBOOOXAEHWE CybCTaHUMM B cpene, MOAENMUPYHOLLEN YCIOBUS
XeNyAOYHO-KULIEYHOro TpakTa, AOCTUTHYTO M3 MaTpUYHbIX TabneTok Ha OCHOBE
rMAPOKCUNPONUAMETUNLENNONO03bI. [TOKa3aHO, YTO BBeAEHME KMC/IOTHOIO areHTa
He OKa3blBaeT B/MSAHWUA Ha BbicBOOOXAeHWe DTBU®D, HecMOTpS Ha MOBbILWEHHYO
pacTBOPUMOCTb Cy6CTaHLMK B KUC/ION Cpefe.
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PezynsmopHsle uccnedosaHus u 3kcnepmu3sa sekapcmeseHHbix cpedcms. 2025. https://doi.org/10.30895/1991-2919-
2025-763

®uHaHcupoBaHue. Pe3ynbTatbl paboTbl NonyyeHbl C Ucnonb3oBaHueM obopynoBanus LUK «AHanutuyeckuii ueHtp ®re0Y BO
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INTRODUCTION. Ethylthiobenzimidazole fumarate (ETBIF) is a new actoprotector
and adaptogenic active pharmaceutical ingredient (API). ETBIF was found to be ef-
fective given in short intervals; side effects related to ETBIF stomach solubility are
known. Therefore, it is essential to develop a matrix dosage form with a specific
release profile that can neutralize these side effects, prolong dosing intervals, and
increase treatment compliance.

AIM. This study aimed to develop composition and production technology of ETBIF mat-
rix tablets in accordance with a specified release profile (total release within 12 hours;
not more than 50% of ETBIF released in acidic environment within the first two hours;
the rest evenly released over the next 10 hours in the intestine-simulating environment).
MATERIALS AND METHODS. The study examined ETBIF (API) as well as hydroxypro-
pylmethylcellulose (hypromellose) and ethyl cellulose-based matrix ETBIF tablets.
Mechanical properties of the tablets were examined, in particular hardness and fri-
ability. ETBIF release profiles were studied in different phosphate buffer solutions
(pH 1.2, 4.5, and 6.8) using a dissolution tester and UV spectrometry.

RESULTS. The authors studied ETBIF release kinetics from matrix systems with
various matrix-forming components of different origin. Hypromellose-based com-
pounds enabled prolonged ETBIF release (90% after 12 h). Ethyl cellulose com-
pounds showed 60 to 90% release, with APl mostly releasing in acidic environment.
Adding an acid does not affect ETBIF release from matrix tablets.

CONCLUSIONS. A composition of matrix tablets has been developed that meets
the specified release profile. Hypromellose-based tablets showed the most complete
and uniform release of the substance in an environment simulating gastrointestinal
tract. Adding an acid does not affect ETBIF release from matrix tablets, despite its
increased solubility in the acidic environment.

Keywords: matrix tablets; matrix-forming components; ethylthiobenzimidazole fumarate; release profile;
technology; composition; microcrystalline cellulose; MCC; hydroxypropylmethyl cellulose; hypromellose; ethyl
cellulose; drug development; medicinal product
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BBEJEHUE

3tuntnobeHsmmuaasona dymapat (ATbBUD) — ak-
TMBHas dapMaueBTuyeckas cybctaHums (ADC), oT-
HocuTcs k rpynne A13A «ObueToHU3mpytoLwme npe-
napatbl M agantoreHbl» no ATX-knaccudukaumu.
MoBblwaeT paboTocnocobHoCTb M cnocobcTByeT
YCKOPEHHOMY BOCCTAaHOBNEHWIO OpraHuM3Mma nocne
LNUTENbHbIX 3KCTPEManbHbIX (PU3NYECKUX Harpy-
30K, YTO aKTyasbHO, B 4aCTHOCTM, Ang npodec-
CMOHaNbHbIX CMOPTCMEHOB, CrMacaTenen, BOEHHbIX
W OpYyrux npenctaButenei GU3MYECKM TXKeNbixX
npodeccnin. bamxanwmm aHanorom gBnageTcs
3TunTMobeH3umMmaasona rugpobpomua (bemutun
n MetanpoTt®), ogHako y cybctaHumm STBUD 6o-
nee BbIpaXeH aHTUrMNoKCUYeckuii 3pdekT [1-4].

OTMeueHo, 4TO HanbonbLwKii TepaneBTUYECKUI Ib-
(deKT foCcTUraeTcs Npy KypCoBOM NPUEME HE MeHee
ABYX pa3 B CYTKM [2-4], 4TO CHMXAET NpUBEPXKEH-
HOCTb Tepanuu. [1ns noBbiEeHNS MPUBEPXKEHHOCTH
MHTEepeC NpeACTaBASOT MPOSIOHTMPOBAHHbIE ne-
KapCTBeHHble (DOpMbl, NMO3BONSKOLWME CHU3UTb Ya-
CTOTY NpueMa 1 NoBbICUTb YA0H6CTBO NMPUMEHEHMS.
PaHee ObinnM U3y4yeHbl TEXHONOrMYECKME ACMEKTbI
MWKpOKancynnpoBaHus cybctaHumm ITBU® B npo-
noHrupyowmnin nonumep [5]. Apyroi nponoHrupo-
BaHHOM dOpMOM ABNSAOTCS MaTpU4YHble TabneTku,
nNpeuMMyLLecTBOM KOTOPbIX MNepen MWUKpokancyna-
MW SIBNSIETCS AOCTYMHOCTb U MPOCTOTA TEXHONOTUMN.

B xome npepBapuTenbHbIX MCCNE[OBaHUM yCTa-
HoBneHo, yto AMC Mano pacTBopvMMa B HeWTpasb-
HOM BOOHOM Cpefe, NIerko pacTBOpMMa B KMCIOM
cpepe (pH 1-2) » nnoxo B LWeENOYHOM, NpUYEM
pacTBOPMMOCTb IMHEMHO YMEHbLIAETCS C MOBbILLE-
HueMm pH. MNpu 3TOM OTMEYaeTcs, YTO NpU BbICOKOM
KoHueHTpauun ITBN® B kmcnow cpepe xenynka
y MauMeHTa BO3HMKAKT 6O0Ne3HeHHble OLyLeHNns
B obnactu xwmBoTa [6]. PaspaboTka nekapcTBEHHO-
ro npenaparta C NPOJOHIMPOBAHHLIM BbICBOOOXAE-
HMEM MNO3BOJIUT CHU3WUTb AMCKOMMOPT y NauueHTa
npu npuveme Tabnetku 3a CYeT NOCTEMEHHOrO Bbl-
cBOBOOXAEHUS CYOCTAHLMM B KENYA0YHO-KMLLIEYHOM
TpakTe (XKKT) 1 ncknoueHus co3gaHus noKanbHOM
M30bITOYHON KOHLEHTpauuu. Mpu 3TOM MaTpU4Hble
TabneTkn Kak NnekapcTBeHHass GopMa He LOMKHbI
NpensTCTBOBATb MOJIHOMY pacTBOPEHU0 CybCTaH-
UMW B HEMTPaANbHOM M LLENOYHOM Ccpefax.

Llenb paboTbl — pa3paboTka cocTaBa M TEXHOJO-
TMKW MaTPUUHBbIX TabneTok 3TUNTMobeH3MMKAA30Ma
dyMapaTa B COOTBETCTBMM C 3afaHHbIM Npodunem
BbICBODOOXAEHUS (MONHOE BbICBOOOXAEHUE B TeYe-
Hue 12 4, He 6onee 50% A®C BbicBOBOXAAETCS
B KMCNOM Ccpefe B TeyeHue nepBbiX 2 4, OCTaBlUe-
ecsl KONM4ecTBO paBHOMEPHO BbICBOOOXAAeTCS

3a nocneaytowmne 10 4 B cpene, MoaenmpyoLen
YC/IOBUS KMLIEYHUKA).

MATEPUAJIBI U METO/I bI

O6bekTOoM uccnenoBaHus g9BnsieTcs Cyb6CTaHLMs
JTBU®. B kauecTBe MaTpuLLe0obpa3yrOLWMX KOMMO-
HEHTOB WMCMONb30Ba/NM  TMAPOKCUNPOMUAMETUI-
uenntono3y Mapku 60HD6 (Ba3kocTb 2% pacTBopa
6 MlMaxc) u mapkn 60HD15 (Ba3kocTb 2% pacTBopa
15 mlMaxc) — obapeareHTa npousBoacTea Shandong
Head, Kutai, a Takxxe atunuenntonosy E7 (Colorcon,
BenukobputaHmg). Boibop [LaHHbIX BeLLeCTB MO3-
BONSIET CPABHWTb pa3Hble MO MPUHLMUNY AeCTBUS
TUMNbl 3aMeansilolleir BbICBODOXAEHME MATpULbI.
B kauecTBe HanonHUTeNna 6binn BbIGpaHbl IaKTO3a
(DFE Pharma, lepMaHus) u MWKpOKpuCTananye-
ckas uenntonosa (JRS Pharma, TepmaHus), nonu-
BuHuUnnupponuaoH (Plasdone K-25, Ashland Inc.,
CLIA) — cBa3ywowee, cteapat kanbuma (Nitika,
NHons) B KayecTBe nybpukaHTa. Takxe B COCTaB
Tabnetok BBOAMIM  BUHHYK  KMCAOTY (XM,
000 «BekToH», Poccusi) Kak KWUC/OTHBIA areHT,
NpeAnoNioKMUTENbHO  JIOKAJbHO  MOBbILIALLMIA
pactBopumocTb ITBU®. Coipbe Ang nonyyeHms Ta-
6neTok npefBapuTeNbHO ObiN0 NpPoCesHO (pa3mep
oTBepcTuii cuta 0,5 MM). KonnyecTsa KOMNOHEHTOB
B COCTaBax nNpefcTaBneHbl B mabauye 1.

Maccy nns TabnetTupoBaHusa B Cllyyae MNpsiIMOro
NpeccoBaHMs MOJiyyanu nyTeM CyXoro CMeluuBa-
Hu4. B cnyyae BnaXKHOW rpaHynsiuuMmn CMech yBRaXx-
HSIM BOLOM OYMLLEHHOW, MPOTUPANM 4epes CUTO
C AMaMeTpOM OTBEPCTUIA 3 MM, CYLUMAN B CYLUUSIb-
HoM wWwkady npu Temnepatype 60 °C He MeHee
30 MMH 0,0 OCTAaTOYHOM BNAXHOCTU 2%, NpoTMpanu
yepes CUTO C AMamMeTpoM oTBepcTui 1 MM, nony-
YEHHbIW rpaHynsT ONyApMBaM KanbLus CTeapaToMm.
MNpeccoBaHne TabneTok ocywecTBnsnmM Ha nabo-
patopHoM Tabnetnpecce MP-10 (000 «JlabTyncy,
Poccus), macca tabnetok coctaBuna 400 mr, gna-
meTp — 12 mm.

Ona usyvyeHns npodwunen BbICBOOOXAEHUS Obin
ncnonb3oBaH npubop Ana Tecta «PacTBopeHue»
DT620 (ERWEKA, lepmaHug) ¢ nonacTHoOW Mewan-
kon (100 06./MuH), wnpuuesbie GuUNbTPbI (AMamMeTp
nop 0,22 mkm, matepuan PTFE), pH-meTp FiveEasy
F20-Standard (Mettler-Toledo, LUBeruapus), cnek-
TpodoTomeTp CD-2000 (OKB «CnekTp», Poccus).
B kauecTtBe cpenbl pacTBOpeHMs OblAM MCNONb30-
BaHbl pocdaTHble 6ydepbl ¢ pH 1,2; 4,5 n 6,8, npu-
roTOBNEHHbIE B COOTBETCTBMM C [OCYyAapCTBEHHOM
dapmakoneeit Poccuiickon ®epepaumm XV usg.
(nanee — D PO)L. B Tecte ¢ umuTauuein ycno-
But XKT wusmeHeHnne pH cpenbl pactBopeHus
¢ 1,2 Ha 6,8 ocywectBnann pobasnennem 10%

1 0®C.1.3.0003 bydepHble pacTBopsbl. locynapcteeHHas dapmakones Poccuitckoint Pepepaumnn XV usa. M.; 2023.

Regulatory Research and Medicine Evaluation. 2025

3



Kasymov I.D., Marchenko A.L., Basevich A.V.
Developing composition and technology of ethylthiobenzimidazole fumarate matrix tablets according to specified release...

Ta6nuya 1. ModensHble cocmagsl MAMPUYHbIX Mabaemok, cooepmawux smuamuobeH3umudadazona gymapam

Table 1. Model compounds of matrix tablets containing ethylthiobenzimidazole fumarate

KoMnoHeHTbI MpoyHoCTHBbIE NOKasaTenu
Components Strength indicators
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Mpamoe npeccosanue / Direct pressing

1 200 - 80 = 28 4 48 40 = 400 0,19+0,05 99,8+6

2 200 - 140 - 28 4 16 12 = 400 0,18+0,06 90,97

3 200 - 140 - - 4 32 24 = 400 0,14+0,05 109,38

4 200 80 = = 28 4 60 = 28 400 0,08+0,05 130,4%7

5 200 140 = = 28 4 = - 28 400 0,05+0,04 124,9+4

6 200 140 = = = 4 28 = 28 400 0,07+0,04 160,6%7

7 200 = = 80 = 4 108 = 8 400 0,12+0,05 102,3+4

8 200 = = 120 = 4 68 = 8 400 0,21+0,04 95,6%5

9 200 = = 160 = 4 28 = 8 400 0,16+0,03 90,8%6

10 200 40 - = = 4 148 = 8 400 0,09+0,04 100,5%6

11 200 80 = = = 4 108 = 8 400 0,07+0,03 104,6%7

12 200 120 - - - 4 68 - 8 400 0,11+0,04 112,7+4

BnaxxHas rpanynauus / Wet granulation

13 200 - = 120 = 4 68 = 8 400 0,20+0,06 98,5%5

14 200 - - 160 - 4 28 = 8 400 0,15+0,05 92,47

15 200 40 = = = 4 148 = 8 400 0,09+0,03 108,4%7

16 200 80 = = = 4 108 = 8 400 0,07+0,04 105,6%5

Tabnuua coctaBneHa aBTopamu no cobcTBeHHbIM AaHHbIM / The table is prepared by the authors using their own data

Mpumeyanue. «-» — omcymcmeyem.
Note. -, not found.

pacteopa Na,HPO, (xu., 3A0 «BekToH», Poccus), npobbl 06beMOM 5 M1 C BOCMONHEHWEM Cpefbl
HeobxoanMbli 06beM kotoporo (100 Mn) 6bin ycTa-  pacTBOpeHMA B yKasaHHble B pesynbTaTax npome-

HOBJIEH 3apaHee, yBeJInyeHune obbeMa cpenbl yyun- XYTKW BPEMEHU U Cbl/I}'IprOBa}'IM nx.
TbIBaAW NpU U3MEPEHMM KOHUEeHTpauui. [lns npo-
BeeHns TecTa MCMoNb3oBanu 3 cTakaHa Tectepa ~ OTQWIBTPOBaHHbie npobbl B obbeme 2,5 M nepe-

PaCTBOPEHMS, KaX/AbIi CTakaH HanonHsam 1000 My HOCMAM B Konby Ha 50 mn, aoGasnsan 1 mn cnup-
6ycdepa npu Temnepatype 37,0x0,1 °C, B kaxapiit T 3Tunosoro 96%, nobasnanm 1 mn pacteopa
CTakaH nomewanu oaHy tabnetky ¢ cogepxanu- 0,5 M NaOH (xu., 3A0 «BekToH», Poccus), nosoamnm
em ITBM® 200 mr. MNocne Havana Tecta oTbupanu pacTBOp A0 METKM BOLOW OYMLLEHHOM, NOCNE Yero
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onpefensnv COaepx)aHue nepelueawero B pacTeop
JTBN® meTonom YD-cnekTpodoTOMETPUM NpU ANU-
He BOJIHbI 289%2 HM. PacTBOp cTaHZapTa roToBU-
M cnepytowmm o6pasoM. TouHywo HaBecky STEU®
(100 wmr) pacteopsnu B 100 Mn cnupTa 3TMNOBOrO
96%, 1 Mn nony4YeHHOro pacTBopa NepeHoCUIn
B MepHyt konby Ha 100 mn, pobasnsan 0,5 mn
pacteopa 2M NaOH 1 poBoamMAM BOOOW OYMLLEH-
HOM [0 MeTKW. PactBopoM cpaBHeHus Obin BbI-
6paH pacteop 0,01 M NaOH B BOAE OYMLLEHHOW.
OnucaHHags MeToAMKa KONMMYECTBEHHOro onpepge-
nennsa JTBM® ocHoBaHa Ha MeToauke onpeje-
nenns MeTtanpoTta (3TUnTMOGEH3MMMAA30Na rua-
pobpomua) [7, 8], ee npurogHocTb 060OCHOBaHa
npeaBapuTenbHOW OLLEeHKOW aBTOpaMuM Mo nokasa-
TENAM «CneundUUHOCTb» U KTMHENHOCTbY.

Cratuctnyeckyto 06paboTKy MOMYyYEHHbIX pe-
3yNbTaTOB MPOBOAMIN B COOTBETCTBUM € [D P2,

PE3VJIBTATBI U OBCYXXIOEHUE

M3BecTHO, 4TO B COCTaBax MaTpUUHbIX Tabne-
TOK ruapokcunponunmetunuenntonosa (MMMLL)
n saTunuenmonosa (L) cospatoT pasHbii TMn 3a-
mMepnsaowen matpuubl: MML ob6pasyet rugpore-
neBbli 6apbep Ha MOBEPXHOCTU Tabnetku, a dL|
Co34aeT HepacTBOPWUMbIA TMAPOdOOHbIA KapKac
[9-11]. Ona cpaBHeHMa BAMAHMA MaTpuLeobpa-
3YHOLMX KOMMNOHEHTOB U UX KONUYECTB Ha BbICBO-
6oxaeHne STBN®D 6binM M3roTOBMIEHbI M NpOaAHa-
nu3unpoBaHbl 16 coctaBoB Tabnetok. Pe3ynbraTthl
KOHTpONs KayecTBa Tabnetok Mo nokasaTensm
KUCTUPAEMOCTb® M «MPOYHOCTb HA pa3faBAMBa-
HWe» npenacTaBneHbl B mabauuye 1, Bce Tabnetku
06nafatoT yAOBNETBOPUTENbHBIMU MPOYHOCTHbI-
MW XapaKTepuUCTUKaMMU.

CocTaBbl N2 1-12 6binv nonyyeHbl METOLOM MpPSAMO-
ro npeccoBaHusi, N2 13-16 — MeTO4OM BNIAXXHOr0
rpaHynuMpoBaHus. JlakTo3y BBOAMAM AN MOBbILe-
HUS MPOYHOCTM U Kak mnopoobpazoBaTtefib, NOAU-
BUHUANUPPONMAOH — AN MOBbILIEHWUS MPOYHOCTM
Tabnetok c L, BUHHas KMCNOTa BBEAEHA B COCTa-
Bbl N2 1, 2, 4, 5 ons npeanonaraemMoro noBbllLEHMS
pacTBopuMOCTM cybcTaHummn STBUN® u oTcyTCcTBYET
B cocTaBax N2 3 u 6 ong cpaBHeHus. YTobbl He orpa-
HMYMBATb BbICBOOOXAEHME PACTBOPUMOCTbLID CYyb-
CTaHUMM M OLEHUBATb MMEHHO BJIMSIHWME MATpWL,
Cpenoit pacTBOpPEHUs Ha MepBOM 3Tane (COCTaBbl
N2 1-6) 6b1n BbiOpaH hocdaTHbIi 6ydep ¢ pH 4,5.

Ona Tabnetok, coaepXawmx STUALENN0NO3Y,
He ymanocb [OCTUYb BbicBOOOXAeHMS IDTBUD
b6onee 15% (puc. 1ag), yTo MOXeT ObiTb CBA3aHO
C 136bITOYHBbIM KonnyecTBoM L, u ruapodobHbIMK

cBoncTBamu MaTpuubl. Coctassbl ¢ IMML,, Hao6opoT,
BbIcBOOOXAanu 6onee 60% ADC B TeyeHne nepso-
ro 4Yaca, YTo rOBOPUT O HELOCTATOYHOM BA3KOCTM
0b6pasytoLerocs Ha MOBEPXHOCTU TabneTku ruapo-
renesoro cyios. Takum obpasoM, HM OOMH COCTaB
He COOTBETCTBYET 3afaHHOMY Npoduo BbiCBOHO-
XAaeHus. TakKe YCTaHOBNIEHO, YTO, HECMOTPS Ha 3a-
BMCMMOCTb pacTBopumocTu cybctaHumm STEUD
OT 3HayeHus pH cpepnbl, HanMuyMe BMHHOM KMUCIO-
Tbl B COCTaBe Tabnetok B BbIOpaHHOM KOMMYECTBE
He OKa3blBaeT 3HAYMMOr0 BJIMSIHUS Ha CKOPOCTb
WM CTeneHb BbICBOOOXAEHWS CyBCTAaHUMM B Bbl-
O6paHHbIX KONMYECTBaX.

C y4yeTOM Mony4YeHHbIX pe3ynbratoB 6bian cdop-
MMpoBaHbl cocTaBbl N2 7-12 (mabn. 1). boina BbI-
6paHa 6onee Baskas [MIML, mapku 60HD15, stun-
uenntonosa nobasneHa B MEHbLWX KOAMYECTBAX,
a BUHHAs KMCIOTa M NaKTO3a yAaneHbl U3 COCTABOB.

Beepenue [ITIML, mapku 60HD15 B KonuuyecTBe
30-40% 3amepnset BbicBOOOXAEeHME DTHBND:
C yBenuyeHuneM koHueHTpaumu [TIMLL cHuxaeTcs
CKOPOCTb BbICBOOOXAEHUS Cyb6CTaHuuu (puc. 1b).
AHanormyHag 3aBMCMMOCTb YCTaHOBEHA M ans JL|
B konuvectse 10-20%. BeposiTHO, C yBeAUYEHMU-
em copepxanus MKL, yBenmymBaeTcs KonM4ecTBo
nop B Matpuue TabneTtku, Yyepes KoTopble cpena
pacTBOpeHus mnonagaeT BHYTPb M crnocobcTeyeT
pactsopeHuio ADC.

Tabnetkn coctaBoB N2 13-16 6biM NoayyeHbl ny-
TEM BNAXHOM rpaHynaunn. Belbop BNaXKHOM rpaHy-
nauuMn 060CHOBAH HeyAOB/ETBOPUTENbHbIMU Tex-
HONOTrMYeCKMMM CBOMCTBAMM cybcTaHumm STEUD
NMpu ee BbICOKOM COAEPXaHMM, YTO He Mo3BosseT
obecneynTb OAHOPOAHOCTb LO3MPOBAHUS MPU CY-
XOM CMeLleHUW B YCNOBMSAX NPOM3BOACTBA. B Ka-
yecTBe cpenbl pacTBOpeHMs Obinn BbiOpaHbl Oy-
depHblie pacTBopbl, Mogenupytowme ycnosmsa XKT:
nepsble 2 4 B cpene c pH 1,2; nocnepytowme 104 —
B cpeae 6,8.

Hanbonee nonHo 3agaHHOMY npodwald BbICBO-
b6oxaeHns cooteeTcTByeT coctaB N2 13 (puc. 2).
N3 Hero BbicBobOXApaeTca 6onee 90% STBEUD
B TeyeHue 12 4, npu 3TOM B nepBble 2 4 B cpeay
pacTBopeHus nepexoaut He 6Gonee 50% A®C.
CocTtaB N2 14, HecMOTps Ha Bosbliee coaepXkaHue
MaTpuLeobpasyroLlwero KOMMNOHeHTa, BbIcBOOOX A a-
eT ADC yxe uepes 8 u. Takue pe3ynbTaTtbl Npeano-
NIOXUTENbHO CBsI3aHbl C 6onee BbICOKMM CopepKa-
Huem MKL, B coctaBe N2 13 — pgaHHOe BeLLeCTBO
OKa3blBaeT nopoobpasyolmini 3deKkT u NpoBoanUT
XWAKOCTb Cpeflbl PacTBOpPeHWs Brnybb TabneTku.
Mpu 6onbliem KonuMyecTBe MOpP Ha MOBEPXHOCTH

2 0®C.1.1.0013 CratucTnyeckas obpaboTka pe3ynbTaTtoB GUsndecknx, GU3NKO-XMMUYECKUX U XMMUYECKUX UCMbITaHuiA. Tocynap-
cTBeHHasa dapmakones Poccuiickoit epepaunn XV nsg. M.; 2023.
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Puc. 1. [pogunu bicgoboxdeHus samunmuobeH3umudasona gymapama g cpede obvemom 1000 ma ¢ pH 4,5 us mampuyHbix mabnemok
cocmagos: a — N2 1-6; b — N2 7-12

Fig. 1. Release profiles of ethylthiobenzimidazole fumarate from matrix tablets of compounds No. 1-6 in a 1,000 ml medium, with a pH
of 4.5; No. 7-12inab
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Puc. 2. [Ipogpunu 8bic8060x#0eHus 3munmuobeH3umMudazona pymapama uz Mampu4Hsix mabaemok cocmagog N2 13-16 8 cpede o6vemom
1000 mn, modenupyrowel ycosus x#enyoo4Ho-KULWIEYHO20 mpakma

Fig. 2. Release profiles of ethylthiobenzimidazole fumarate from matrix tablets of compounds No. 13-16 in a 1,000 ml medium simulating
gastrointestinal conditions
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Kaceimos M.1., Mapyerko A.J1., bacesuy A.B.

Pa3paboTKa cOCTaBa M TEXHOJIOTUM MAaTPUUHBIX TA6IETOK ITMITHOGEeH3MMHUa30/1a GyMapaTa B COOTBETCTBUML. .

Tabnetkn obpasyeTcs 6onee TOACTbIA TMApPO-
renesbit cnon [TIMLL 33 cuet Gonee rnybokoro
NMPOHUKHOBEHWS Cpefibl pacTBOPeHWs B TabneTky,
yto u npenarcTeyeT Anddy3smm STEND.

M3 coctaBa N2 15 BbicBo6oamnock okono 90% STBND
3a 12 u. OpgHako B cpefae, MOAENMPYIOLLEN YC0BKS
Xenyaka, 3 3Toro coctaBa BbicBoboxAanocb ~60%
CyO6CTaHUMM, YTO HE COOTBETCTBYET 3a4aHHOMY Mpo-
dunio BbICBOBOXAEHUS. YBeNMYeHUe COoAepXKaHus
MaTpuueobpasytowero areHTa JL, B coctaBe N2 16
NPUBOAUT K 3HAYUTENbHOMY YXYAWEHUH PacTBo-
peHWs aKTUMBHOM hapMaLeBTUYECKON CyBCTaHLMK
B Cpeae, MOLENUPYIOLWEN YCI0BUS KULLIEYHMKA.

3AKJ/IOYEHUE

B xope paboTbl pa3paboTaHbl COCTaB U TEXHO-
norusi MaTpuyHbix Tabnetok STBU® Ha ocHoBe
MML, — cocTtaB N2 13, obnapatowmn Heobxo-
LMMBIMM  MPOYHOCTHBIMW  XapaKTepUCTUKaMU
M YLOBNETBOPAKLWMI 3afaHHOMY NPOdUID Bbl-
csoboxaeHus (3TuntuobeHsumupasona dyma-
pat 200 Mr, rMapoKCMNpoOnNUMAMETULENTON03a
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