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Pesome

BBegeHume. /3yueHne GbapMakoKMHETUKN NTEKAPCTBEHHbIX BELECTB M OLeHKa UX papMaKOKMHETNYECKNX MapaMeTpoB ABASETCA HEOOXOAMMbIM
3Tanom ¢papmaLeBTMUECKON Pa3paboTKM OPUrMHAMNbHBIX NeKapCTBEHHbIX CPEACTB, MO3BONAIWMM BbiOpaTbh COCTaB U JIeKapCcTBEHHYIO bopmy
npenapata. 3T0 CBA3aHO C NOJlyYeHNEM XapaKTePUCTUK BCEX NMPOLECCOB, KOTOPble MPOUNCXOAAT B OPraHM3mMe XNBOTHOTO (YesloBeKa), HaumHas ¢
BCacCbIBaHWA 1eKapCTBEHHOMO CPEACTBA 3 MecTa BBefleHA 1 3akaHuMBasi €ro BbiBeleHNEeM 13 OpraHun3ma.

Llenb. MNMposectn nccnefoBaHme papmakoknHeTUKU GapmaLeBTMUeckon cybctaHumm n npedopmynaumin Ha ee OCHOBE ANA MOATBEPXKAEHUA
dapmaLieBTMUECKON Pa3paboTKM nekapcTBEHHOro npenapara 1-[2-(2-6eH3oundeHoKcn)aTUnl-6-meTunypaumna n 060CHOBaHUA ONMTUMAaJIbHOrO
cocTaBa rotoBo fiekapcteeHHo dopmbl (MJ10).

Matepuanbl n metogbl. ViccnegoBaHne papmMakoKUHETVKM NPOBOAWAN Ha NONOBO3PESbIX CamuaxX KPOMKOB NPU OAHOKPATHOM MepopanbHOM
BBeJIeHMUN 06EKTOB NCCNIeoBaHNA B ofHOW fo3e. KoHueHTpauun 1-[2-(2-6eH30undpeHoKCK)3TuI]-6-MeTunypanuna B niasme KpoBu onpeaensanm
METOOM BblCOKOIPDEKTMBHON XKNAKOCTHON xpomaTorpadum (BIXKX) c ynetpaduronetosbim (YO) petektnpoBaHnem. QapmakoKUHeTMYeCKre
napameTpbl PacCcynTbIBaNN BHEMOAENbHBIM METOLOM CTaTUCTUYECKMX MOMEHTOB.

Pe3ynbTaTbl 1 o6cyxaeHmne. Pa3paboTaHa MeToAMKa KONMUYECTBEHHOro onpepeneHus 1-[2-(2-6eH3oundeHoKkcn)aTnnl-6-meTnnypayuna B
nnasme KpoBu Kponmkos MmetoaomM BIXKX; meToarka BanvanpoBaHa B AnanasoHe KoHUeHTpauuin 10-720 Hr/Mn B COOTBETCTBUN C COBPEMEHHbIMU
TpeboBaHNAMU 1 YAOBNETBOPANA UM NO BCeM MnokasaTtenam. C nprmeHeHnem pa3paboTaHHOW METOAMKU BbIMONHEH aHanu3 obpasLoB nnasmbl
KPOBU, NONyUYEHHbIX OT 1ab0PaTOPHbIX XMBOTHBIX MOC/IE OAHOKPATHOrO NEPOPasIbHOrO BBEAEHUA CYOCTaHUMM U TBEPAbIX ANCMEPCHbIX CUCTEM
(TAC) Ha ee ocHoBe B fo3e 10 Mr/Kr. Ha 0CHOBaHUM NONyUYeHHbIX Pe3ynbTaToB MO KOHLUEeHTpauuam 1-[2-(2-6eH3omndeHokcmn)atnnl-6-meTrnypaumna
B MNJla3mMe KpOBM NMPOBefeH pacyeT OCHOBHbIX (papMaKOKMHETUYECKMX MapaMeTpoB UCCieayemblX 0ObeKTOB. YCTAaHOBNEHO, YTO HaubonbLiein
OTHOCUTENbHOWN BUOLOCTYMHOCTBIO M3 MCCNefoBaHHbIX o6bekToB obnagaet TAC c¢ Kollidon 17PF, ee oTHocuTenbHasa 6MOAOCTYNHOCTb NO
OTHOLLEHMIo K CybCTaHL MM Npy NepopasnibHOM BBEAEHUN cocTaBuna 583 %.

3aknioueHue. lMcnonb3oBaHue metoga TAC noO3BOAUAO MNOBBICUTb OGUOZOCTYMHOCTb 1-[2-(2-6eH30MnpeHOKCN)3TUN]-6-MeTUypaunna.
MonyuyeHHble pe3ynbTaTtbl MOATBEPAUIN NMPaBUIbHOCTL Bbibopa TAC fna pa3paboTkm coctasa u TexHonoruu [MNO.

KnioueBble cnoBa: 1-[2-(2-6eH30undeHoKkcn)aTUN]-6-MmeTunypauynn, dapmaueBTUyeckaa Cyb6CTaHUMA, TBephble AUCNEpCHble CUCTEMb,
nepopanbHoe BBefeHne, bapMakoKMHETMKa, KPONMKK, nnasma, BIKX-YO

KoH$pnuKT nHTepecoB. ABTOpbI AeKNaprpyoT OTCYTCTBUE ABHBIX U MOTEHLMANbHBIX KOHQIMKTOB MHTEPECOB, CBA3aHHbIX C Mybnukaumeid HacToALen
cTatbm.
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Abstract

Introduction. The study of pharmacokinetics of medicinal substances and evaluation of their pharmacokinetic parameters is a necessary stage
of pharmaceutical development of original medicinal agents, allowing to choose the composition and dosage form of the preparation. This is
due to obtaining characteristics of all processes that occur in the body of an animal (human), from the absorption of a drug from the place of
administration to its excretion from the body.

Aim. To conduct a study of the pharmacokinetics of the pharmaceutical substance and the complex compounds based on it to confirm the
pharmaceutical development of a drug of 1-[2-(2-benzoylphenoxy)ethyl]-6-methyluracil and to justify the optimal composition of the ready
dosage form (GLP).

Materials and methods. The study was carried out on male rabbits with a single oral administration of investigated objects in one dose. Plasma
concentrations of 1-[2-(2-benzoylphenoxy)ethyl]-6-methyluracil were determined by high performance liquid chromatography (HPLC) with
ultraviolet (UV) detection. Pharmacokinetic parameters were calculated by extramodel method of statistical moments.

Results and discussion. Assay 1-[2-(2-benzoylphenoxy)ethyl]-6-methyluracil quantification in rabbit blood plasma by HPLC has been developed
and validated in the concentration range 10-720 ng/ml in accordance with modern requirements and satisfies them for all indicators. Assay was
applicated to analysis of plasma samples obtained from laboratory animals after a single oral administration of a substance and solid dispersion
systems of 1-[2-(2-benzoylphenoxy)ethyl]-6-methyluracil in one dose. The main pharmacokinetic parameters of the studied objects were calculated
after obtained plasma concentrations of 1-[2-(2-benzoylphenoxy)ethyl]-6-methyluracil. It was found that the solid dispersion system with Kollidon
17PF has the greatest relative bioavailability from the examined objects; its relative bioavailability to the substance by oral administration was
583 %.

Conclusion. The solid dispersion system method increased the bioavailability of 1-[2-(2-benzoylphenoxy)ethyl]-6-methyluracil. Obtained results
confirmed correctness of solid dispersion system selection drug e composition and technology development.

Keywords: 1-[2-(2-benzoylphenoxy)ethyl]-6-methyluracil, pharmaceutical substance, solid dispersions, oral application, pharmacokinetics, plasma,
rabbits, HPLC-UV

Conflict of interest. The authors declare that they have no obvious and potential conflicts of interest related to the publication of this article.

Contribution of the authors. Vera M. Kosman investigation planning, experiments evaluation, results proceeding and systematization, preparing
the manuscript. Dmitry V. Demchenko made the compositions selection and solid disperse systems preparing, discussing the results. Ekaterina A.
Dzhain (Korsakova) participated in experimental work, processing and discussing the results, text finalizing. Valeriy G. Makarov made a critical revi-
sion of the publication text. Vadim Yu. Balabanyan originated the idea of the study, discussion of the results, revision of the text.

Acknowledgment. The work was done with the financial support of the state in the face of the Ministry of Education and Science of Russia (Civil
Code No. 14.N08.11.0154 dated June 02, 2017, Unique contract identifier RF---N0817X0148).

For citation: Kosman V. M., Demchenko D.V., Jain (Korsakova) E. A., Makarov V. G., Balabanyan V. Yu. Comparative pharmacokinetics study of
1-[2-(2-benzoylphenoxy)ethyl]-6-methyluracil substance and its solid dispersion systems on rabbits. Razrabotka i registratsiya lekarstvennykh
sredstv = Drug development & registration. 2021;10(2):106-111. (In Russ.) https://doi.org/10.33380/2305-2066-2021-10-2-106-111

BBEAEHUE

CuHTEeTNYECKMEe NUPUMMANHOBBIE MPOU3BOAHbLIE
6eH30dpeHOHa, TEXHONOIA CMHTE3a KOTOPbIX Oblna pas-
paboTaHa B Poccuinckon Oepepaunn, nepcnekTMBHbI gns
CO3[aHUsi HOBbIX NMpenapaToB Ans neveHns BUY-1 nHdek-
unwu [1, 2.

1-[2-(2-6eH30undeHOKCK)3TMA]-6-MeTUNypaLmn
NpeanoXKeH B KauecTBe OpuUrnHabHOM dapmaLeBTMyec-
Kow cybctaHumm (OC) [3, 4], a Ha ero ocHoBe pa3paboTaH
HOBbIM JIeKAapPCTBEHHbIN MpenapaT AnAa nedveHusa BUY-1
Hdpekuun B dopme TabneTok [5].

B ocHoBy pa3paboTku rotoBou nekapcTseHHom ¢op-
Mbl (IT1®) nonoxeHa onTMmsauma 6uodapmaueBTnUeEC-
Kux cBolctB 1-[2-(2-6eH30undeHoKcn)sTnnl-6-meTmi-
ypauuna nyTem noBbIEeHNA ero pacTBOPUMOCTHY 3a cyeT
co3paHna TBepablx aucnepcHbix cuctem (TAC). Uccne-
JoBaHusA nokasanu, yto co3gaHue TAC c Kollidon 17PF n

Ina nopgTBepxaeHns $apMaLeBTMUECKON pa3paboTkuy
NeKapCTBEHHOrO NpenapaTa Ha ocHoBe 1-[2-(2-6eH30mn-
beHoKcmn)aTuN]-6-meTunypaumna m oboCHOBaHUA OMTU-
MasibHoro coctaBa 10 Heob6xoAMMO NPOBECTW UCCNEao-
BaHMe GaPMaAKOKMHETUKMN.

V3yyeHue hapMakoKuHemuKuU — KWHETWKM BCAcCbiBa-
HWA, pacnpegeneHna 1 3MMrMHauMnM dapmakonormnyec-
KUX CPefcTB B OpraHu3me, sSIBNAETCA COCTaBHOWM 4acTblo
OOKIUHUYECKUX MCCNIeoBaHNI, HeobXxoauMbIX Ans pe-
rmcTpaumm npenapaTa, U pernameHTupyetca TpeboBaHu-
AMUN HOPMATUBHbIX AOKYMEHTOB [7].

Llenblo HacToAwWero uccnefoBaHUA SABNANOCH
nsyyeHne cdbapmakokmHeTnkn 1-[2-(2-6eH3oundeHokcn)
3TUN]-6-MeTunypauuna npyu OgHOKPATHOM MepopasibHOM
BBegeHun camuam KponukoB OC n TAC Ha ee ocHoBe.

MATEPUAJIbI U METO/ bl

NaKTo30l MO3BONWNO YNyywuTb BbicBoObOXAeHNe OC B
ycnoBusx in vitro [6].

YBenmueHne pacTBOPUMOCTU He Bcerga OfHO3Hau-
HO cornacyeTcsa C nNoBblleHneM cTeneHmn BcacbiBaHua OC.

O6bektammn uccnegosanua cnyxunu: OC - 1-[2-(2-
6eH3omndpeHOKCN)3TNN]-6-MeTUNypaLUA, CUHTE3NPOBaH-
Has B ®I'BOY BO BonrTMY MuHzgpasa Poccun, cepusa 003,
faTa nsrotosneHua 15.07.2017, cpok rogHocTu 3 roga.
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B kauectBe matpuubl gna co3gaHua TAC ncnonb3oBa-
nu nakto3y (Tablettose 100, Meggle, l'epmaHua) u nosu-
ZoH (Kollidon® 17PF, BASF, l'epmanus). TAC nonyyanu me-
TOLOM MCMapeHusa pacTBoputens (MeToh pacTBOpeHus).
Komno3suumn ¢ nakto3on u Kollidon® 17PF rotoBunu B co-
oTHoweHuu 1:4.

WccnepoBaHue dapmakoKUHETUKM (SKCNepUMEHTbI
in vivo) npoBoaMAn Ha caMLax KPONMKOB, NOMYYEHHbIX OT
KOX Hepa (CankT-lMeTepbypr, Poccusa). dkcneprMeHTbI
BbIMOMIHEHbI COrNTAaCHO METOANYECKMM PYKOBOACTBaM [7,
8] W HopMaTMBHbIM [OKYyMeHTam [npaBunam nabopa-
TOPHOV MPaKTUKU NpyU MpPOBeAeHU/ [OKIMHUYECKNX
nccneposaHnin 8 PO (TOCT 33044-2014); [Oupektuse
2010/63/EU EBponeiickoro napnameHTta u CoseTa Es-
ponenckoro coto3a ot 22.09.2010 no oxpaHe »KMUBOTHbIX,
MCMONb3yeMbIX B Hay4YHbIX Lensax v ap.l, perynmpyowmm
npoBeAeHne JOKIMHUYECKUX UCCIefOBaHUN C UCMOMb-
30BaHMEM TAbOPATOPHbIX >KMBOTHbIX, 1 0A0OPEHDI Ha 3a-
cefgaHum 6roatnyeckon kommccum (N2 1.8/18).

O6beKTbl nccnefoBaHnA 6binn BBEAEHbI OAHOKPATHO
nepopanbHo B fo3e 10 MI/Kr B BUAe CyCMeH3nn B UHEPT-
HOM HocuTene (1%-m pactBope Kpaxmana). O6vem ans
BBefeHUA XnBoTHOMY coctasui 1,0 ma Ha 1000 r macchbl
Tena, o6bem BBefleHMA KOPPEKTUPOBaNN B COOTBETCTBUM
C fAHHBIMUW MaccCbl Tefa, NOYyYEHHbIMU HENOCPEeaCTBEH-
HO nepep Hayanom mccnefgoBaHuaA. PacnpeneneHue xu-
BOTHbIX MO 3KCMEpPMMEHTaNIbHbIM TpynnamM BbiMNoOJHe-
HO MeTofOM MoAMOULMPOBaHHOW 6NIOYHON paHAOMU-
3aumm [9]. O6pa3ubl KpoBM KPOMUKOB OTOMpanu yepes
0, 15, 30,45 muH, 1, 2, 4, 6, 8 n 24 yaca Nocne BBegeHUA,
B KauecTBe aHTUKOArynaHTa WCNOMb30Banu remnapuiH.
O6pa3ubl ueHTpubyrupoanu AnAa MoayyvyeHUs nnasmbl
KpoBu (15 MuH, 3000 06/MWUH), NONYYEHHYIO MNasmy 3a-
Mopaxkmsanu u xpaHunu npu =20 °C. MNepepn Hayanom Ko-
NNYeCTBEHHOIO onpefenieHnsa obpasLbl pa3mopakuBasnu.

Ina onpepeneHna KoHueHTpauumn 1-[2-(2-6eH30oun-
deHoKcMn)aTUN]-6-meTunypaymna 6bina paspaboTaHa u
BalMAMpPOBaHa MeToAMKa aHanmM3a AEeNCTBYIOLWEro Be-
WecTBa npenapaTa B MNfa3me KPOBU KPOJUKOB MeTO-
LOM BblCOKO3OHEKTUBHOW XUAKOCTHOWN XpomaTorpadum
(B3XKX) ¢ YO-petekTnpoBaHuem. MNpoueaypa NoaroTos-
K1 Npo6 BKOYana AenpoTemHU3aumio aLueToOHUTPUIIOM C
nocnegytoLen 3ameHon pacTBopuTens.

AHanu3s BbINOSIHEH Ha XpomaTorpade BbICOKOro faB-
nenns LC-20 Prominence (Shimadzu, AnoHwus) ¢ anopg-
HO-MaTPUYHbIM AEeTeKTOPOM U KonoHkonm Luna C18(2)
4,6 x 150 mm (pa3mep yactuy copbeHTa 5 MKM) 1 npen-
KONMOHKOM (3 MM), 3amnofIHEHHOW TeM e COpOeHTOM
(Phenomenex, CLUA), B M30KpaTUYECKOM peXMUME 3It0-
npoBaHusa cmecbio 0,03 % pacTBopa TpUTOPYKCYCHOM
kncnotbl (TOY) n aueToHUTpuna B cooTHoweHun 60:40,
CKOPOCTb Mopjaun 3neHTa 1 MA/MUH, JO3UpyeMbli
obbem npo6 20 MKN, ASIMHA BOJIHbI AETEKTUPOBAHUA
254 HMm. Peructpauusi n 06paboTKa XpomaTorpamm
BbINO/IHEHA C MOMOLbI0 NporpammHoro obecrneyve-
Hua LabSolutions LCsolution Version 1.25 (Shimadzu,
AnoHwuA).

CraTtucTtnyeckas obpaboTka pe3ynbTaToB BbINOAHEHA
C MOMOLLbI0 NporpaMMHoOro obecneyenus Statistica 10.0,
OLEHKY pa3finuuii NpoBOAUAN NMPU YPOBHE JOCTOBEp-
HocTU 95 %. MapameTpbl GapMaKOKUHETUKM paccyu-
TaHbl BHEMOAENbHbIM METOAOM CTAaTUCTUUYECKUX MOMEH-
ToB [10] ¢ ncnonb3oBaHuem npunoxenma PKSolver gna
Microsoft Office Excel [11]; paccuntaHbl cpegHue apud-
MeTuueckne 3HaueHna (X), COOTBETCTBYIOWME UM CTaH-
JapTHble OTKNOHeHuA (SD), cTaHaapTHble oWNOKN cped-
Hero 3HaueHua (5X).

PE3YJIbTATbl U OBCYXAEHUE

MNpounsBogHoe 6eH3opeHOHa - 1-[2-(2-6eH3ounde-
HOKCK)3TUN]-6-MeTunypaumn (pUCyHok 1) — npeanoxe-
Ho B KauectBe OC ana nonyyeHus MO B Buge TabneTok
ana nedenna BUY-1 uHdekumn [5, 6]. Ona craHpapTu-
3aumm OC n MO, copepxawen 1-[2-(2-6eH3omndpeHOK-
cn)aTun]-6-meTnnypaunn, nNpepjoKeHo WUCNonb30BaTh
meTop BIXKX ¢ YD-getektnpoBaHuem [12].

PucyHok 1. CtpykTypHaa dopmyna 1-[2-(2-6eH3oundpeHoKkcm)3Tun]-
6-meTunypauyuna

Figure 1. Structure of 1-[2-(2-benzoylphenoxy)ethyl]-6-methy-
luracil

Mo pe3ynbTaTam 3KCMEPUMEHTOB MO pa3paboTke u
BanMaaunn metoauk ctaHgaptudauum MO 6binun no-
Jo6paHbl onTUMasnbHble XpomaTtorpaduyeckre ycnosus.
Pa3paboTky npoueaypbl Npo6onoAroToBKM MpoBOAWN
Ha obpasuax nnasmbl KPOBM, He copepalmx Aob6aBoK
LieNIeBOro aHanmTa, B CEpUM KCNEPMMEHTOB Mo 06paboT-
Ke MoAeSibHbIX MPo6 ¢ JOOaBKaMM M3BECTHbIX KONINMYECTB
1-[2-(2-6eH30undeHoKcn)aTUN]-6-MeTUnypaumna. Ontu-
MaJsibHoOW 6Gblna Npr3HaHa npoueaypa NOAroTOBKM MPoo6,
npegycMaTprBaiolias AenpoTenHU3aLnlo  aLueToHUTPK-
NIOM € nocnegywoulen 3ameHon pactsoputens. Metoguka
onpegeneHusa  1-[2-(2-6eH3omnnpeHoKcn)aTUN]-6-MeTUN-
ypaumuna B Mna3Me KpOBM BanuAMpOBaHa Hagsexa-
WM 06pa3omM B COOTBETCTBUM C pekomeHpauuamm [13-
16]. Tpaduk NMHENHON 3aBUCMMOCTU, MOMYYEHHbIA NpU
yCpeaHEeHUN [AaHHbIX ANA HECKONbKUX aHaNUTUYeCKnx
cepuin [Kaxgaa cepua copgepana KanmbpoBOUHble CTaH-
JapTbl (MogenbHble NPobbl ¢ fO6aBKaMW aHannTa) BOCb-
MUV YPOBHEN KOHLeHTpauui], npefcTaBneH Ha pUCcyHke 2,
nprYMepbl XPOMaTorpaMm — Ha PUCYHKe 3, OCHOBHble Ba-
NMAAUMOHHbIE NapameTpbl METOAVKN MPUBEAEHbI B Ta-
onuue 1.
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PucyHok 2. FpaduK nuHeliHOI 3aBUCMMOCTM niowajeil Xxpoma-
Torpadpunyecknx nukos 1-[2-(2-6eH3oundeHokcn)3Tun]-6-metTun-
ypauuna oT ero KOHLieHTpaLum B nJla3me KpoBU KPOJNIMKOB

Figure 2. Curve of linear regression of chromatographic peak
area of 1-[2-(2-benzoylphenoxy)ethyl]-6-methyluracil from its
concentration in rabbit plasma

Ta6nuua 1. BannpaumnoHHblie napameTpbl METOAUNKN
onpegenenus 1-[2-(2-6eHsonnpeHoKcn)3TuNl-6-meTunypayuna
B Nyla3me KpoBU KPOJINKOB

Table 1. Validation parameters of method
for 1-[2-(2-benzoylphenoxy)ethyl]-6-methyluracil quantification
in rabbit plasma

Mapametp 3HauyeHne
Parameter Value
KannbpoBouHbI franasoH, Hr/mn 10-720

Calibration range, ng/ml

YpaBHeHue perpeccum®
Regression equation*

KoadduuneHT koppenauun r
Correlation coefficient r

HMKO, Hr/mn
LLOQ, ng/ml

TouHocTb, %

Accuracy, %

BHyTpu unkna / mexay umknamu, %
In one cycle / between cycles, %
720 Hr/mn

720 ng/ml

500 Hr/mn

500 ng/ml

25 Hr/mn

25 ng/ml

10 Hr/mn

10 ng/ml

Y=61,57-X+949

0,9996

10

0,7-2,5/1,5
1,5-3,1/24
3,6-10,5/4,7

10,3-19,8/15,6

MNpeuunsnoHHoCTb, %

Precision, %

BHyTpu unkna / mexay umknamu, %
In one cycle / between cycles, %

720 Hr/mn 0,6-0,8/0,9
720 ng/ml

500 Hr/mn 0,2-0,6/0,8
500 ng/ml

25 Hr/mn 2,8-6,4/5,8
25 ng/ml

10 Hr/mn 2,3-9,7/6,1
10 ng/ml

MpumeuaHwme.* Y-nnowanb nvka 1-[2-(2-6eH3oundeHokcn)aTunl-
6-MmeTunypaunna, yci. ef.; X — KoHueHtpauusa 1-[2-(2-6eH3oundeHok-
cn)3TUN]-6-meTunypaunna, Hr/mn.

Note. *Y - 1-[2-(2-benzoylphenoxy)ethyl]-6-methyluracil peak
area, integrator units; X - 1-[2-(2-benzoylphenoxy)ethyl]-6-methyluracil
concentration, ng/ml.
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PucyHok 3. lpumepbl xpomaTorpamm:

A - npo6a nnasmbl KPOBU, He cofiepiKallas LieneBoro aHanuTa
(6naHk-npo6a); b - moaenbHasa npo6a Nna3mbl KPoBM € fo6aBKoOI
aHanuTa; B - akcnepumeHTanbHasA npo6a nocne BBegeHUs nccne-
Ayemoro npenapara

Figure 3. Chromatograms examples:

A - plasma sample without analyte (blank sample); B - model
plasma sample with analyte addition; C - experimental sample
after drug application

PesynbTaTtbl CBMAETENbCTBOBANM O CreUnPUYHOCTY,
NIMHENHOCTX, NPEUN3NOHHOCTM M [JOCTAaTOYHO BbICOKOW
UYBCTBUTENIbHOCTY NpefnaraeMon METOLMKM.

PaspaboTaHHaa u BanMaupoBaHHas MeToauKka Obl-
na NpMeHeHa Ans aHanu3a 6ronpob, NonyyYeHHbIX Noc-
ne nepopanbHoro BeegeHns OC u TAOC, copepalimx
1-[2-(2-6eH30undeHoKCN)3TUN]-6-MeTUNYpaL i B OAHON
Jo3e (pucyHok 4).

KnHetnka  1-[2-(2-6eH30mndeHOKCN)3TUN]-6-MeTUN-
ypauuna B nniasme KpoBW NOcCie BBEAEHUA UCCIeayeMbliX
OC v TAC B po3e 10 mr/kr Mmena ognHakoByl ¢opmy
KPUBOW, XapaKTepHY AnA fNeKapcTBeHHbIX GopM, npu-
MeHAeMbIX nepopanbHo. MakcrManbHyl KOHLEHTpauuio
JeCcTByloLIero BellecTBa B nnasme Kposu Habnoganu B
UHTepBane 4-6 YacoB nocsie BBefeHus. [lanee Habnoga-
NN NOCTEMEHHOE CHWXKEHME KOHUeHTpauuun 1-[2-(2-6eH-
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1- [2- (2-benzoylphenoxy)ethyl]-6-
methyluracil concentration, ng/ml

50,000 -

KoHueHTpauua 1-[2-(2-6eH3oundeHnokcn)atnn]-6-
meTunypauuna, Hr/mn

0,000

0 2 4 6 8 10 12 14 16 18 20 22 24
—— OC

Pharmaceutical substance
—e— TAC c Kollidon 17PF

Solid dispersion system with Kollidon 17PF
—a— TAC c nakro3oi

Solid dispersion system with lactose

Bpems, 4
Time, h

PucyHok 4. KpuBasa «KoHUeHTpauunsa-spemsa» 1-[2-(2-6eH3ounde-
HOKCM)3TUN]-6-meTUNypauun B nia3sme KpoBu nocsie ogHOKpaT-
Horo nepopanbHoro BBegeHna ®C, TAC c Kollidon 17PF (1:4) n TAC
cnakrto3oin (1:4) B go3e 10 mr/kr (n =4, X+ SX)

Figure 4. "Time-concentration" curve of 1-[2-(2-benzoylphenoxy)
ethyll-6-methyluracil in plasma after single oral application of
pharmaceutical substance, solid dispersion system with Kollidon
17PF (1:4) and solid dispersion system with lactose (1:4) in dose
10 mg/kg (n =4, X £ Sx)

3oundeHoKCn)3TUN]-6-meTnnypaLuna B nnasme KpoBW.
MpaKTuyeckn Bo Bcex npobax yepes 24 yaca noce Bee-
JeHunA 6b10 oBHapyxeHo cofepxaHue 1-[2-(2-6eH3oun-
deHokcn)aTnn]-6-meTunypaumna Bbiwe, yem HIKO wc-
nonb3yeMol aHanuMTuyeckon metoamku. Ha ocHoBaHuu
MOJTyYeHHbIX Pe3ySibTaToB MpPY AasibHENWNX NCCefoBa-
HUAX apMaKOKUHETMKM MOXXHO peKoMeHAOoBaTb Mpo-
NOHrMpoBaTb Nepuog HabnogeHus ao 30-48 yacos.

3HaueHna GapmMaKkOKMHETMYECKMX MapaMeTpoB MoC-
ne seegeHnsa OC n TAC nmenn cTaTUCTUYECKU 3HaUMMble
otmuma ana nokasarenen C_ v AUC ,, (p <0,05). Ot-
HocuTenbHaa GuopoctynHoctb TAC ¢ nakro3om no ot-
HoweHuto K O®C npu nepopasbHOM BBEAEHUM COCTa-
Buna 184,4 %, TAC c Kollidon 17PF coctaBuna 583,0 %.
MonyueHHble pe3ynbTaTbl CBMAETENbCTBOBaANN O Gonee
BbICOKOW (NpumepHO B 3,2 pasza) OTHOCUTENbHON 6uo-
poctynHoctv TAC ¢ Kollidon 17PF no cpaeHeHuto ¢ TAC ¢
nakTo3oi. [na ocTanbHbiX PpapMaKOKMHETMYECKUX Mapa-
METPOB Pa3NnNunA CTaTUCTUYECKN He3Hauumbl (p > 0,05).

Takum obpaszom, Hanbonbluen oTHoCcUTenbHON Buro-
LOCTYNHOCTBbIO U3 UCCNefoBaHHbIX 06bekToB obnapan
TAC c Kollidon 17PF.

3AKNTIOYMEHUE

PesynbTaThl NpoOBefeHHOro WCCNeaoBaHVsA MO3BO-
NV OUEHUTb NapamMeTpbl GpaPMAKOKMHETUKMN CyOCTaH-
unn  1-[2-(2-6eH30UndeHOKCN)3TUN]-6-MeTUNYpaLMna ©
TAC Ha ero ocHoBe. cnonb3oBaHue metoga TAC ¢ ue-
Nbl0  MOBbLIWEHUS PACTBOPUMOCTA MO3BOSIUNIO  MOBbI-
cuTb 6rMopoCTynHOCTb 1-[2-(2-6eH30UNnpeHOKCN)3TUN]-6-
MeTunypauuna. MonyyeHHble pe3ynbTaTbl NMOATBEPAUIN
npaBWIbHOCTb Bblbopa TAC ans pa3paboTkm cocTaBa u
TexHonorum [Mo.

MpoBeaeHHble ¢papMakOKUHETMYECKME UCCNeoBa-
HWA MO3BOMAIOT PEKOMEHAOBATb MPOJIOHTMPOBaTb Ne-
puog HabnoaeHNa 1 YyBENUYNTDL A03bl MO CPABHEHUIO C
nccnegoBaHHom (10 Mr/Kr) Npuy NaaHUPOBAHUN OCHOBHO-
ro papmMakoKUHETUYECKOTO SKCNEePUMEHTA.
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