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PE®EPAT



JluninomHast pabota coctouT w3 75 crtpanun, BkiarodaeT 10 pucynkos, 30
Tabnui, 1 npunoxxeHue u 35 UCTOIBL30BaHHBIX UICTOUHHUKOB.

Tema: «Pa3paboTka U Banuaaiuss METOJIUKU KOJTUYECTBEHHOTO OMPEICIICHUS
rabaneHTuHa METOJOM BBICOKOA(()EKTUBHON KUAKOCTHOW XpomMarorpaduu B
JIEKapCTBEHHBIX MpenapaTax U ee NPUMEHEHUE MPU MPOBEACHUN TECTOB KUHETUKHU
UX PACTBOPEHHUS».

[Tepeuens kmtoueBwix cioB: 'ABAIIEHTUH, TECT CPABHUTEJILHOI
KUHETUKU PACTBOPEHUS, BBICOKOO®DEKTUBHASA XUJIKOCTHAA
XPOMATOTI'PA®UA, BAJIUJTALINA.

OOBeKT uccie0BaHus — UCCIIENYEMbIN JIEKApCTBEHHBIN Tpemnapart (KarcyJibl
300 mr) u TekapCcTBEHHBIN Mpemnapat cpaBHeHus (karncyibl 300 Mr) ¢ AeHCTBYIONUM
BEII[ECTBOM — ra0arneHTHH.

[enu naHHOM AUTUIOMHOM pabOTHI: pa3paboTaTh METOIUKY KOJUUYECTBEHHOTO
ompeneNieHusl Trab0aneHTUHA, BBICBOOOXKIAEMOTO B CpeIbl PACTBOPEHUS TIPH
IMPOBEJACHUU  TECTa  CPAaBHUTCIBHOM  KUHETHKM  PACTBOPEHUS]  METOJOM
BBICOKOA((PEKTHUBHON  KUIAKOCTHOM XpomaTtorpaduu C JAUOJHO-MATPUUYHBIM
JNETEKTUPOBAHUEM U TMPOBECTH BAIUAALMIO IMOJIYy4YeHHOW Metonuku. [Iposectu
CpaBHeHHE TMpoduieil pacTBOpeHUsT B TpPeX Cpelax, COOTBETCTBYIOLIMUX
dbuzmonornueckoMy nuanazony 3Hauennii pH paznuunbix otaenos XXKT, u B cpene
KOHTpOJISI ~KayecTBa A HCHOBITYEMOrO JIEKAPCTBEHHOrO Mpemapara W
JIEKApCTBEHHOTO IpernapaTa CpaBHEHUSI.

Mertopsl uccae0BaHus: BHICOKOA(D(PEKTHBHAS KUJIKOCTHAS XpoMaTorpadus
c TUOAHO-MAaTPUYHBIM JNETEKTOPOM (KOIMYECTBEHHOE OTpeIeIICHHE
BBIJICJIMBIIETOCS ICHCTBYIOIIETO BEUIECTBA B IIPOLIECCE PACTBOPEHUS).

B pesynpraTe BBINOJNIHEHHMS TIOCTABJICHHBIX 3a/lad Oblia pa3paboTaHa
METOAMKA KOJIMYECTBEHHOTO ONpeIeIICHUS rabaneHTrHa METOJ0M
BBICOKOO(D(PEKTUBHON KUAKOCTHOW XpoMarorpaduu ¢ JUOTHO-MATPUUYHBIM
nerektopoM. I[IpoBeneHa Banumanus 3TOM METOJIMKH. YCTaHOBJIEHO, YTO BCE
BaJMJALMOHHBIE  XapaKTEPUCTUKH  COOTBETCTBYIOT  CBOUM  KPUTEpHUSIM
PUEMJIEMOCTH, CIIEJOBATEIbHO JIaHHAS METOJMKA SIBISICTCS CIeIubUIHON |
oOecreuynBaeT MOydeHHE JOCTOBEPHBIX PE3yJNbTaTOB B JHMAMA30HE MPUMCHCHHUS
15 % — 180 % oT HOMHUHAJIBHOTO COJICPKAaHMS JICHCTBYIOMIETO BemecTBa. JlaHHas
MeTOoAMKa ObUla MPUMEHEHA MPU MPOBEACHUM TECTa CPABHUTEIBHON KHUHETUKH
pactBopeHus. [lomydeHHbie MpoQMIIM KHHETUKH PACTBOPEHUS NIJISI MCCIETYyEeMOTO
JIEKapCTBEHHOTO TpernapaTa U JIEKapCTBEHHOrO IpernapaTa CpaBHEHHUS MPU3HAHBI
COMOCTaBUMBIMHU 0€3 AanbHEHIIEH MaTeMaTUUYECKON OLICHKH.



PODEPAT

JIpituioMHas Tpara ckiajnaenia 3 75 craponak, ykiaouae 10 mamonkay, 30
Tabuiw, 1 npeikaagaHHe 1 35 BRIKAPhICTAHbBIX KPBIHILL.

Toma: «Pacmparnoyka 1 Bamimanbisi METOJBIKI KOJbKacHara BbI3HAUDHHS
rabarneHIliHa MeTajaM BbICOKad(DeKThIYHAW BaJKacHail xpamaTarpadii ¥ jgeKaBbIxX
nparapaTax 1 sie NIpbIMSHEHHE TPbI MPaBAA3€HH] TACTAY KIHETBIKI 1X paCTBAPIHHS.

Iepanik KmouaBbix cnoy: T'ABATIEHIIIH, TOCT ITAPAVHAJIbHAU
KIHETBIKI PACTBAPSHHS, BBICOKAD®EKTBHIYHASI BAJIIKACHAS
XPAMATAT'PA®IA, BAJIIJIALIBIA.

AG'exT pacnenaBaHHs: JOCJHEAHbI JeKaBbl mpamapaT (kancynasl 300 mr) i
JeKaBbl Tpd3mapar napayHaHHs (kancynsl 300 Mr) 3 A3€l0UbIM  pIYbIBAM  —
rabarneHIIiH.

MbThI 1aji3eHall OBIMUTIOMHAK Tpallbl: pacipaliaBaib METOABIKY KoJibKacHara
BbI3HAYDHHS TralareHIliHa, BbI3BaJsieMara Y acsApoJJ3si PACTBAPIHHS IIPBI
NpaBsSA3CHHI  TACTY  TapayHajbHall  KIHATBIKI  pacTBap3HHSI  METaJaMm
BBICOKa3(eKThIYHAW  BajgkacHaii  Xpamararpadii 3  JbI€IHA-MATPBIYHBIM
JPTIKTaBaHHEM 1 TMpaBecIli BaJifalbllo aTpbiMaHail MeTonbiki. I[IpaBecrri
napayHaHHe npoQuIsTy pacTBapIHHS ¥  TPOX  acsApoOII3siX, aIaBeIHBIX
dizisariyHamy apiana3zony 3HaudHHAY pH posubix agnzenay XKKT, 1 ¥ acsponazi
KaHTPOJIIO SKACIIl Ui MaJbICIIBITHAra JiekaBara mparnapara 1 JekaBara npanapara
MapayHaHHS.

Mertanbl naciefaBaHHS: BbICOKad(DeKThIYHAs BajkacHas xpamararpadis 3
IBIETHA-MATPBIYHBIM JI9TOKTapaM (KOoJbKacHae BhI3HAUIHHE BhLIyYaHAra Ja3erovara
paUbIBa ¥ Mparpce pacTBapIHHS).

VY BBIHIKY BBIKAHAHHS TMACTAYJIEHBIX 3a7a4 ObLIa pacrpaliaBaHa METOJbIKa
KOJbKacHara BBI3HAYAHHS TaOalleHIliHa MeTajlaM BbICOKa’(EeKThIYHAN BaJKacHal
xpamatarpadii 3 AbI€THA-MaTPBIYHBIM JI3TIKTapaM. [IpaBen3eHa Baiampls raTau
METOJIbIKI. Y CTaHOYJIEHA, IIITO YCe BaliJaIlbIHBISA XapaKTaphICTHIKI aJMaBsaatolb
CBaiM KpBITApaM IpBIMAIbHACII, TaKiM YbIHAM JaJ3¢Has METOJbIKA 3'syJserniia
cnenpiiuaail 1 3a0scrieyBac aTpbIMaHHE JAKIQJHBIX BBIHIKAY Y JBIAIIA30HE
npeiMsaeHES 15 % — 180 % an HamiHanbpHara YTpbIMaHHS J3€r0uara pIYbiBa.
Jam3enass meTtonpika ObUTa YOKBITass TPBI MPaBSA3€HHI TACTY NapayHaIbHAN
KIHETBIKI pacTBapdHHSA. ATpbIMaHbll Tpo(dimi KIHETBIKI PACTBapIHHA IS
JocTieTHara JieKaBara mparapara 1 JiekaBara npamnapara NmapayHaHHS MPBI3HAHBIS
cynacTayHbIM1 0€3 AajeiIiai MaToMaThluHAN alldHKI.



ABSTRACT

The graduate thesis consists of 75 pages, includes 10 figures, 30 tables, 1
addendum and 35 sources used.

Subject: "Development and validation of a method for the quantitative
determination of gabapentin by high-performance liquid chromatography in
medicinal products and its application in conducting tests of their dissolution
Kinetics".

The list of keywords: GABAPENTIN, TEST OF COMPARATIVE
KINETICS OF  DISSOLUTION, HIGH-PERFORMANCE  LIQUID
CHROMATOGRAPHY, VALIDATION.

The object of research is the investigational medicinal product (300 mg
capsules) and the reference medicinal product (300 mg capsules) with the active
ingredient — gabapentin.

The objectives of this thesis are to develop a methodology for the quantitative
determination of gabapentin released into dissolution media during a comparative
dissolution Kkinetics test using high-performance liquid chromatography with diode-
matrix detection and to validate the obtained methodology. To compare the
dissolution profiles in three media corresponding to the physiological range of pH
values of different parts of the gastrointestinal tract, and in the quality control
environment for the test drug and the reference drug.

Research methods: high-performance liquid chromatography with a diode-
matrix detector (quantitative determination of the released active substance during
dissolution).

As a result of the tasks set, a method for the quantitative determination of
gabapentin by high-performance liquid chromatography with a diode-matrix
detector has been developed. Validation of this method has been carried out. It has
been established that all validation characteristics meet their acceptance criteria,
therefore, this technique is specific and provides reliable results in the range of
application of 15 % — 180 % of the nominal content of the active substance. This
technique was applied during the comparative kinetics of dissolution test. The
obtained dissolution Kinetics profiles for the studied drug and the reference drug
were found to be comparable without further mathematical evaluation.



