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CraTbsl MOCBSIIEHA CPAaBHUTEIbLHON OLIEHKE BBICBOOOXJIEHUS BOCIPOM3BENEHHBIX JI€KAPCTBEHHBIX CPENCTB
WHAanaMuaa TMPOJIOHTMPOBAHHOTO NEUCTBUSI OTHOCUTEIBbHO OPUTMHATBHOIO JIEKAPCTBEHHOIO CpEelcTBa —
uHaanamuaa (Apudon perapa, 1,5 mr). TecT cpaBHUTETbHONH KUHETUKU PACTBOPEHMS MPOBOAWIM B TPEX cpe-
Jax, UMUTUPYIOIINX (DU3MOJOTUYECKUE KUIKOCTU XKeJTYI0UYHO-KUIIIEYHOTO TPaKTa: pacTBOPE XJIOPUCTOBOMAO-
ponHoii kuciotel pH 1,2; anieratHom G6ydepHoM pactBope pH 4,3; docharHom GydhepHom pactsope pH 6,8.
PesynbraThl KMHETUKU DPACTBOPEHUS COMOCTABJCHbI C pe3yjJbTaTaMU CPABHUTEJIBbHOTO TeparieBTUYECKOTO
KCCIIeOBaHUS TTpenapaToB WHAAMaMuaa.

Kumouessie cioBa: Tect «PacTBopeHue», MHIAaMUI, TeparieBTUUECKOe ACHCTBIE.

The paper is focussed on the drug release comparison for multisource indapamide medications against the original
medication, Arifon retard (1,5 mg; Servier Laboratories, France). The comparative test of dissolution kinetics was
performed in three media modelling physiological gastrointestinal conditions: hydrochloric acid solution, pH 1,2;
acetate buffer, pH 4,3; and phosphate buffer, pH 6,8. The results of the dissolution kinetics test were compared to
those from the comparative therapeutic studies of indapamide medications.

Key words: Dissolution test, indapamide, therapeutic action.

AprtepuanbHast runeproHus (Al') ocraercs B HacTosiiee
BpEMsI OJIHO# 13 HarboJIee BXXHBIX MPOOJIEM 31PaBOOXPAHEHHUST
B Poccuu u1 B Mmupe. Beibop npenapara wis nedernus AT 00braHO
TIPOM3BOIUTCSI MEXITY TIPEACTABUTENISIMUA 5 OCHOBHBIX KJTACCOB:
IypeTrKoB (/1), ”THrTMOUTOPOB AaHTMOTEH3WH-TIPEBbIpAIIAOIIIE-
ro ¢epmenra (MAIID)/capraHoB, OJOKATOPOB KaJbIIMEBBIX
kaHanoB (AK) u $-anpeno6nokaropos (3-Ab).

Cpenu mipencraBuTeseid kinacca [l HamOosbIel goKas3a-
TeJIbHOI 0a301i 001a1ar0T MHAAAMKI 1 XJIopTannaoH. HenaBHO
OMy0OIMKOBAHHBIE OPUTAHCKUE PEKOMEHIAIMHU 110 TMArHOCTUKE
u siedeHrto AT TpsSIMO PEKOMEHIYIOT OT/IaBaTh MPEANOYTEHUE
WHAATIaMUTY, MO0 XJIOPTAIMIOHY BMECTO TMAPOXJIOPTHA3UIA
(IxT).

B coBpemenHoit Poccun HacuuThiBaetcst ~ 30 reHEpUKOB
nHIanamuaa 2,5 mr u > 10 reHepukoB uHaanamuaa 1,5 mr. [pu
3TOM PsiJi MCCJIEIOBaTeNeil OTMEYATM CYIIIECTBEHHbBIC MPEUMY-
mectBa B (G GheKTUBHOCTU U MEPEHOCUMOCTH OPUTUHAITBHOTO
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npenapata Apudona petapn (Jlaboparopuu Cepsbe, PpaHIius)
B CPaBHEHUU C T€HEpUKaMU UHAANaMUIA.

[To pesynsratam omHOTO U3 UCCIIEIOBAHUI OBLTO CETaHO
3aKJTI0UeHUE, YTO ApU(OH peTapa 0Ka3biBaeT 00jiee BhIPAKEeH-
HBII aHTUTUTIEPTEH3UBHBIN (P hEKT, B CPABHEHNH C TEHEPUKAMU
WHAanamuaa. ABTOPbI aKIIEHTUPOBAIM BHUMAaHUE Ha BbIPaXKeH-
HOM TIpeBOCX0IcTBe Apr(oHa peTap 1Mo BIMSHUIO Ha ITYyJIbCO-
Boe aptepuanbHoe nasieHue (ITA/l), rumeprpoduio JeBoro
xkenynouka (IJI2K) m ckopocTh pacmpocTpaHeHUsT TTYJIbCOBOI
BostHBI (CI1B) y 60/1bHBIX TOXWIOTO BO3PACTa C U30JMPOBAaHHOM
cucromueckoit AI' (MCAT'). ABTOpbI OTMETWIIN CYILIECTBEHHOE
MPeBOCXOACTBO ApudoHa perapa 1O TEPEHOCUMOCTH.
Hanpumep, ApudoH petapa, B OTJIMYUU OT TeHEPUKOB, HE OKa-
3bIBAJl HETATUBHOIO BJIMSHUS HA YPOBEHb Kalusi B KpoBH [6],
M30BITOYHOE CHIKEHHE KOTOPOTO, KaK U3BECTHO, MOXET OBbITh
MPUYMHON Pa3BUTHUS XU3HEYTPOXaIIMX apuTMuii. B xome pea-
JIM3aIUK IPYTOTO KIIMHUYECKOTO MCCIENOBAHUST — TIPOTPAMMBbI

[Pamenckas I.B. — 3aB.xadenpoit hpapmaueBTuecKoit U TOKCUKooruyeckoit xumuu, nupekrop HUU dapmaunn, Moxun U.E. (*KoHTaKTHOE JIM10) —
crapiunii npenojgasatesnb Kadeapbl GapMaleBTHUECKO U TOKcHKonornyeckoii xumun, Capyenko A.}O. — ct.H.c. HayyHoro ueHTpa 6MOMEIMIIMHCKUX
texHosnornit PAMH, llnsikoB B.C. — acniupanT kadeaps papmaneBTHUECKONH XUMUHU].
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Mmuenue no npobaeme

OPUTHUHAJl (Ouenka sddextuBHocT mnePeBoma ¢
HnunanamunoB [eneplkoB Ha ApudoH petapn y malueHToB ¢
aprepuallbHON TUTIEPTEH3UE: TIPEATIOChUIKN 1 TN3aiiH) ObLIO
TOKAa3aHo, YTO 3aMeHa FTeHePUKOB MHAATIAMUIA OPUTMHATBHBIM
npenapatoM Apudon petapa y 1319 6ombhbx AI' ¢ HEKOHTpO-
nupyeMbiM AJl TIpHBeNIo K CHMXKEHUIO ero B cpeqHeM Ha 29/15
MM DT.CT. ¥ TO3BOJIMJIO JOCTUTHYTDH 1I€JeBOro ypoBHs y 80%
0OJBHBIX 3a 3 Mec. ieueHus [7].

OnHUM M3 OOBSICHEHWII 3HAYMTEILHOTO TIPEUMYIIEeCTBa
ApudoHa perap/ nepen rTeHepuKaMu B KIMHUYECKOM 3¢ dek-
TUBHOCTU U 0€30MaCHOCTH MOXET OBbITh Pa3INIHask CKOPOCTb U
JHAMMKA BBICBOOOXKIIEHUS] MHIATIAMI/IA, BCIEACTBIE U3MEHe-
HUIA B TEXHOJIOTUY TTPOU3BOJICTBA BOCITPOM3BEIEHHOTO JIeKapc-
TBeHHOTO cpencTBa. OCOOEHHO ATO KacaeTcsi TeHePUKOB MHIA-
TmamMuza ¢ 3aMeUIEHHBIM BBICBOOOXIEHUEM, TlIe AEHCTBYIOIIEe
BEILIECTBO «YIAKOBBIBAETCSI» B CTIELIUATIbHBIN MATPUKC, a TOTOMY
3(pheKTUBHOCTD 1 6E30ITaCHOCTB Mperapara 3aBUCUT HE TOJIBKO
OT CaMOoro JEHCTBYIOIIIETO BEIIECTBa, HO U OT KaYeCTBa MaTPUK-
ca.

J1J151 TOro YTOOBI MOHSTH HACKOJIBKO COOTBETCTBYIOT TeHE-
PUKY MHIATIAMU/IA 3aME/ITIEHHOTO BHICBOOOKIEHMSI OPUTHHATb-
HoMYy Tpenapaty AprcoH peTapi 1o BICBOOOKICHUIO IEHCTBY-
IOIIETO BEIIeCTBA HEOOXOMMMO BOCIIONB30BATHCS METOIAMU
COBPEMEHHOI OrModapMalieBTUKH.

Baxkneiimmeit 3amaveii CoBpeMeHHOI 6rnodapmaliu ciy-
JKUT TIOHMMaHUe TIpoliecca TOCTaBKU JeKapCTBEHHOTO Belllec-
tBa (JIB) mo opraHoB niau KieToK-mulieHeid. OMHUM U3 KITIo-
YeBBIX ATAIOB ITOTO TpoIiecca SIBSIETCS] MMOBeJeHUE JieKape-
TBeHHOU opMbl (JID) B KeaymoYHO-KMIIIEUHOM TpaKTe
(KKT). 151 MomeIMpoBaHMs TaKOTO Tpoiiecca B YCJIOBUSIX ik
vitro B TedeHMe mocienHux 30 JIeT MpPUMEHSIETCS TeCT
«PacTBOpeHMe», KOTOPBIN CTal BaxKHEUIITUM M HE3aMEHUMBIM
MHCTPYMEHTOM [UIsi KOHTPOJISI KAYeCTBa U OLIEHKU B3aMMO3a-
MEHSIEMOCTH TBEPABIX 103UpoBaHHBIX JID [1]. st moaydyeHust
HanboJiee TOCTOBEPHBIX NaHHBIX Tecta «PacTBopenme» ero
YCJIOBUSI IOJIKHBI OBITH TPUOIVMKEHHBIMU K (DPU3MOJIOTMUECKIM
napameTpaM cpea 2KKT [2].

OcobeHHO BaxHO TpoBefeHue Tecta «PactBopenne» mist
MPOTOHTUPOBAaHHBIX JID 1O HECKOIBKUM BPEMEHHBIM TOYKAM
(KMHETHKa pacTBOPEHNs). DTO CBSI3aHO C T€M, UTO IS TIperapa-
TOB, Y KOTOPBIX Mpoiiecchl BbicBoOoxaeHus1 JIB u3 JI® onpene-
JII0T cKopocTh ero abcopormn B 2KKT, Bbicoka BepOSITHOCTh

YCTaHOBJIEHMSI Koppessiiuu in vitro-in vivo (IVIVC). BeiaBnenHast
nocroBepHast [VIVC MoxkeT MO3BOJUTH TMPOBOAUTH OLICHKY
noBeNeHns JekapcTBeHHoro cpeactia (JIC) in vivo myTeM uzyde-
HUSI €T0 KUHETUKY PaCTBOPEHUSI U, TAKUM 00pa3oM, OLICHUBATh
€ro B3aMMO3aMEHSIeMOCTh C MPENapaToM CpaBHEHUsI B TEparieB-
TUYECKOI TTpakThKe [3].

Llennto HacTosIIIEHT PaOOTHI OBLIO M3YUYeHNE CPABHUTEIb-
HOIl KMHETUKU pacTBOpeHMs BocrpousBenaeHHbIX JIC nHmama-
MUa TPOJIOHTUPOBAHHOTO NEWCTBUSI OTHOCUTENBHO OpPUTHU-
HanbHOro JIC — ApudoH perapa, 1,5 Mr.

Marepuaj u MeTOIbI

OOBEKTHI MCCIENOBAHUS

B xavecTBe 00BEKTOB MCCIEI0BaHMSI ObLTM BHIOPAHBI TTPe-
rnapatbl MHIANaMuaa MpoJIOHTMPOBAHHOTO JEHCTBUSI B JI03M-
poBke 1,5 M1, mproOpeTeHHbIe B anTe4yHol ceTh . MockBa 1
3aperuCTPUPOBAHHbBIE K MEIUIIMHCKOMY TMpuUMeHeHuio B PD
[4].
PedepenTHbIIT TTpemnapar:

* ApuoH petaps, TabIeTKN ¢ KOHTPOJIMPYEMbIM BBICBO-
0OKIIEHUEM, TIOKPHIThIE 000T0UKOM

Wccnemyemble ipernaparhbl:

Honuk petapm, TabaeTKN ¢ KOHTPOJIUPYEMBIM BHICBOOOXK-

JIEHUEM, TIOKPBIThIE 00010uKoi, (3BAO PIT «O60meHCKOEY,

Poccust)

* Uumanamun MB, Ttabnetkn ¢ MoaupuurpoBaHHBIM
BBICBOOOKIEHUEM, TIOKPBITBIE 0005104K0i, (3A0 Maku3z-
dapma, Poccus)

*Paen CP, TabneTku TPOJOHTMPOBAHHOTO AEMCTBUS,
MOKpHIThIe 0007104K0i1, (OO0 «KPKA-PYC», Poccust)

* AKpunamMuz petapi, TaOJeTKH, TTOKPHIThIE 000J0YKOIA,
npojioHrupoBaHHOTO neiicTBUsI, (OAO XDK «AKpUXIH»,
Poccus).

Meronuka M3y4eHUsl CPABHUTEIbHOW KWMHETUKU PACTBO-

EHUSI

WzyyeHne cpaBHUTEIBHON OIIEHKU BBICBOOOXKICHUS

nccaenayembix JIC BBIMOTHSIIOCH TTPU CIEAYIONINX YCIOBUSIX:

* Anmmapar — JlomactHast memanka (AT7 Smart, Sotax,
IIBeituapust)

* Yucno 06opotoB — 50 06/MuH

* Bpemennbie Touku — 1, 2, 3,4, 6 4

* Temnepatypa — 37 + 0,5 °C

Taommua 1

PeSy.J'[I)TaTI)I CpaBHHTeJ’[bHOfI OLIEHKU BBICBOOOXIEHUS in Vitro 1Jist HNCCJICAYCEMbIX ITpEIIapaToB MHAAIlaMHaa

O6paselr Cpena ) CpenHee 3HaueHUE Obpa3sen Cpena 9 CpenHee 3HaYeHUE
7 BbicBOOOXIEHUS, % 7 BblcBOOOXIEHMS, %
: @ Y]
& )
0,01 M pactBop 1 5,80 0,01 M pacTBop Kuc- 1 9,23
KHUCJIOTBI XJIopHC- 2 11,07 JIOTHI XJIOPUCTOBOJIO- 2 15,92
TOBOJIOPOTHOM 3 16,31 POMIHOIA 3 23,53
ApUOH perap 4 21,12 4 31,82
1,5 mr 6 31,66 Axpunamup peaapa 6 47,58
«Jla6opatopun  PocdatHbiit 1 5,04 0OAO «XUMHUKO- ®DocaTHblit OybepHbiii | 8,29
CepBbe OydepHbIii pac- 2 9,22 (apmarieBTHUeCKIii  PacTBOD, 2 16,64
WNunactpu», TBOD, 3 13,80 KOMOUMHAT pH 6,8 3 21,94
®panuus pH 6,8 4 18,57 «AKPUXUH» 4 28,76
c. 765283 6 27,88 C. 010406 6 39,03
AueTaTHbI 1 0—3,9* AueratHblii OydepHbrit | 6,29
OydepHbIii pac- 2 4,53 pacTtBop, 2 12,01
TBOD, 3 9,11 pH 4,3 3 19,60
pH 4,3 4 14,06 4 25,76
6 20,0 6 38,58
106 Kapouoesackyaapras mepanus u npousakmura, 2011; 10(8)
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Taomua 1. ITponosokenne

Obpaszernt Cpena CpeziHee 3Haue- Ob6pasenn Cpena Cpenxee
§ Hl€ BBICBOOOX/IE- § 3HauYeHUE
o Hust, % o BBICBOOOX-
2 (x) 3 neuust, %
& ) )
0,01 M pactBop 1 10,35 0,01 M pactBop 1 9,03
KHCIOTBI XJIOpUc- 2 19,10 KHUCIIOTBI XJIOpUC- 2 13,79
TOBOJOPOTHOI 3 23,02 TOBOIOPOTHOM 3 19,04
4 31,48 4 22,64
Unpanamus MB 6 44,24 P CP s 6 33,12
1,5 mr. Docdatbiii 1 6,23 Oagg“«KPK’A_W ®ocdarHbii 1 13,58
3A0 MAKM3- OydepHbIii pac- 2 11,65 PYC> OydepHbIii pac- 2 19,01
®APMA TBOD, 3 17,02 X TBOP, 3 24,38
C. 220307 pH 6,8 4 22,03 C. 80407 pH 6,8 4 29,31
6 27,63 6 34,11
AueTaTHbli 1 3,91 AueTaTHblit Pesynbratsl nCnibITaHUS HE SBIISI-
OydepHblii pac- 2 8,86 OydepHbIit pac- I0TCSI IOCTOBEPHBIMU
TBOD, 3 13,36 TBOD,
pH 4,3 4 24,12 pH 4,3
6 31,46

*Cpema pacTBOPEHUS: PACTBOP XJIOPUCTOBOIAOPOMHON
kuciorel pH 1,2; auerarHom OydepHom pactBope pH
4,3; bocdarHom 6ydepHom pactBope pH 6,8
» O0beM cpenbl pactBopeHMst: 500 Mt
KonmuuecTBeHHOE  ompepesieHUMe  TPOBOAWIM  Ha
YO-cnekrodoromerpe Lambda 25 (Perkin Elmer, CILIA) npu
JUTUHE BOJIHBI 240 HM.
DKBUBAJIEHTHOCTb TIPOdUIeil BEBICBOOOXKIEHUST OLIEHNBA-
JIM C TIOMOWIBIO (DAKTOPOB Pa3IMuMsl M CXOOMMOCTH f; U f)
KOTOpbIE pacCUMThIBIU 10 popmyiam [5]:

i|Rt - Tz|
=1

- x100%
2R,
=1

Ji=

-0.5

1. i=n 5
J,=9 xlog, 1+(;) 2 (RT) x100,,

i=1

, Te:

1 — YUCJIO BPEMEHHbIX UHTEPBAJIOB 0TOOpA Mpoo;

Ru T — nipotieHTHOE cofiepkaHue OTPeIesieMOro Belllec-
TBa (Ccpe/Hee 3HaUeHNe), BBICBOOOIMBIIIETOCS B CPETy PACTBOPE-
HMSI, B K&KIbIIi MOMEHT BpeMeHH (t) 13 Tipernapara cpaBHeHUsT ®
u ucnbityemoro mpernapara (T).

it Kakmoil BpeMEHHOU TOYKM TIPOU3BOIWIICSI Pacuer
BEJIMUYMH OTHOCUTEIBHOTO CTAHAAPTHOTO OTKJIOHEHWSI [UIst
OIIEHKU JJOCTOBEPHOCTH PE3yJIBTaTOB.

Pesyabrarbl 1 00Cyxknenue

Pe3ysbraTel CpaBHUTEILHON OLEHKU BBICBOOOXIECHUS in
Vitro U1l UCCIETyeMbIX TperapaToB MHaanaMuia, a Takxke gak-
TOPbl CXOAMMOCTA M pa3jiuyMsl OTHOCUTEJBHO Ipernapara
ApudoH perapj, npuBeaeHb! B Tabuiie 1.

[1py M3y4yeHUM KUHETUKU BBICBOOOXICHUS MHIAMaMKUIa
u3 JIC nposIOHIMPOBAHHOTO AEHUCTBUS PA3TUUYHBIX TPOU3BOAM-
TeJsieid ObLIO YCTAHOBJIEHO, YTO MAKCUMAJIBHO CXOXMUE C Mpera-
parom cpaBHeHUs1 ApudoH petapn Npoduiv pacTBOpeHuUs in
vitro umenu npenapatsl MHnanamung MB u MoHuk petapa.
CyllleCTBeHHbIE PA3IMuKs B JMHAMUKE BBICBOOOXICHUS UHIA-
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TamMuzia ¢ TIperiapaToM CpaBHEHUS ObLTY BBISIBIICHBI JUTST TIpeTia-
pata Akpuniamu petapj (3HaueHue 2 11st Tpex cpel He TPeBbI-
masno 51 — 53; pa3Hulia B IMHEMHOI CKOPOCTU BHICBOOOXKIEHUSI
cocrapisia 15 — 20%). MeHee CylleCTBEHHBIE Pa3IMIKs ObLIN
otMmeueHsbl 11 nipenapata Pasen PC. B o e Bpemst, s nipera-
para PaBen PC He ObUIO TOJIy4eHO JOCTOBEPHbBIX AAHHBIX JIJIST
cpenbl pH 4,3 (KoTopast MozieMpyeT cpeay JBeHaaaTUIepc-
THO1 KUTIIKW ), TIOCKOJIbKY BEJIMIMHBI OTHOCUTETLHOTO CTaHIap-
THOTO OTKJIOHEHWSI TIPEBBIIAI PEKOMEHIyeMble HOPMBI (He
6oee 20% nuist epBoii BpeMEeHHOM TouKM 1 He 6ojiee 10% — mist
oCTalIbHBIX). TaknM 00pa3oM, UCIIOIb30BAaHKE B KAYECTBE CPEJIbI
pacTBOpeHUs alieTaTHoro oydepHoro pactsopa ¢ pH 4,3 no3so-
JISIET BBISIBUTH Pa3JINuMsi, OOYCIIOBIEHHbBIE OCOOEHHOCTSIMU
COCTaBa U/WJIN TEXHOJIOTUY TTPOU3BOICTBA UCCIIEyeMbIX 00pa3-
1I0B MHIATIaMUIA.

B cpene docharHoro OydepHoro pacrsopa ¢ pH 6,8 kpu-
Basg BBICBOOOXIEHUS Tpernapata ApudoH peTap] COXpaHSeT
JIMHENHBIN XapakTep. M3 Bcex MpoumMx TpernapaToB TOJIBKO
Honuk perapn u Mnnanamun MB uMeroT npakTMuecku JIMHen-
HBIX XapaKTep BICBOOOXKIEHMUs, OJHAKO, PA3HUIIA B CKOPOCTH
BBICBOOOKICHMSI [UTST KasKOW KOHTPOJIBHOM TOYKU B CPABHEHUM
¢ pebepeHTHBIM TIPETIapaToM, CocTaBisieT 5 — 7%.

B pactBope xjopucroBopoponHoi kuciaotsl pH 1,2 mis
nperiapaTta ApuoH petapa HabII01aeTCsl TPaKTUIECKU JIMHEe -
HOE YBeJIMYeHME KOHIIEHTpAIlMW WHIANaMKUIa BO BPEMEHM.
AHasiorndHo ApudoHy peTap/l KpyBasi CKOPOCTU BbICBOOOXKIIE-
HUSI «HYJIEBOTO TIOpsSiIKa» OTMedaeTcs W Ul TIperapata
Axpuriamun petapa. [1pu coxpaHeHUY JIMHETHOCTH BEICBOOOXK-
JleHus1 AKpunamuJi petapj omimyaercs ot ApudoHa perapi no
CKOPOCTH PacTBOPEHMUSI.

Kpusyto pacteopenust misi npenapara Pasen CP takcke
MOXHO TIPM3HATh CXOTHOU C KPWBOW pacTBOpeHust AprdoHa
peTapi, OJJHaKO Y Hee TIPUCYTCTBYeT He3HAUNTEIbHOE OTKIIOHE-
HUE OT IMHEMHOCTU B 00J1acTU MexXy 3 1 4 4.

[MTomuMo cxomuMocTy TIpoduieil pacTBOPEHUSI, a TaKkKe
VX JIMHEHOCTH, BAXKHBIM OMOhapMarieBTUHUeCKIM ITOKa3aTesieM
JUTST TIPOJIOHTMPOBaHHBIX JIC MOKHO OTMETUTH BpeMsT BBICBO-
ooxnaenust JIB cryctsi 2-4 4, 4TO COOTBETCTBYET BpPEMEHU
dusnonorudeckoro TpaHsura npemnapara o 2KKT u3 xenynka B
HavaJIbHBII OT/IET TOHKOTO KUIIeYHUKa (T.e. B JMara3oHe 3Ha-
yenuit pH 1,2 — 6,8). Ha pucyHkax 1-2 roka3aHbl OTHOCUTETb-
HbIe Pa3IMUKs B BEICBOOOKICHUM MHIATIAMIHA U3 €TO BOCTIPO-
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Ta6mmmua 1. ITpono/kenne

Ob6pa3zent Cpena Bpewms, yac CpenHee 3Have-
HUE BBICBOOOXK-
neHust, % (X)
0,01 M pactBop | 3,07
KHUCJIOTBI XJIO- 2 5,26
puctoBoiopon- 3 9,82
HOM 4 17,76
6 23,89
Nonuk® pertapn ®DochaTHbIi 1 3,20
1,5 mr 3A0 OydepHbIit pac- 2 6,34
«Dapmrpeanpusitue TBOP, 3 9,39
«O6oneHckoe» C. pH 6,8 4 14,58
40506 6 23,28
AlleTaTHBII 1 4,78
OydepHslit pac- 2 7,72
TBOD, 3 11,76
pH 4,3 4 13,79
6 22,21

u3BeieHHbIX JIC oTHOCHTENBbHO Tpernaparta cpaBHeHus (ApruhoH
perapn) crycrs 1, 2 u 4 1 B cpenax pH 1,2 1 6,8.

OTHOCUTENbHBIE PA3TUUUS B BEICBOOOXIEHUH KaK TIPU
pH 1,2, rak u ipu pH 6,8 nosBisiores yxe rmocie 1 4 pac-
TBOpEHUsI 10 BceM reHepukam. [Ipu aTom nuana3oH Koseba-
HUit goctatouHo 6osbinoit. [pu pH 1,2 ot (-47%) y Monnka
petapn o +78% y Unnanamuna MB. Eie GoJiee BhIpaskeH-
HBIIl XapakKTep pa3jiuyusl B BBICBOOOXIEHUU MEXIY
ApucdoHoM peTapa W reHepukamu HocuT Tnipu pH 6.8.
3HaueHust Kojeosmorcsi ot (-37%) y WoHuka perapa a0
+169% y PaBenst CP. Heo6X0aMMO OTMETUTh, YTO CYILIECT-
BeHHBIE KOJieOaHWsI KOHIEHTpAllUM WHAAaAMUIA TIpU
BBICBOOOXIEHUY U3 TEHEPUKOB B CPABHEHUU C OPUTUHAIb-
HBIM TIperapaToM HaOJIOAaMNCh 110 BCEM BPEMEHHBIM TOU-
KaM.

Takum 00pa3om, TIpuU MOCTIZKEHWM HAYaIbHOTO OTIesa
TOHKOT'O KHIIIEUHNKa (OCHOBHOI 30HBI abcopoinu JIB B 2KKT)
CTeTieHb BHICBOOOXKIIEHVSI MTHAAaMua n3 opuriHaabHoro JIC u
TEHEPUKOB CYIIECTBEHHO pa3ninyaercs. [IpuunHoli Takux OTim-
YUii MOXET OBbITh pa3IniKe B CTPOEHUY MaTPUKCa, 00ecTie rBa-
OLIETO 3aMeJIeHHOE BHICBOOOXKIIEHUE AEMCTBYIOIIETO BEIIECT-
Ba. B mocremytomiemM 3To MOXKeT OKa3bIBaTh BIMSHNUE HA JUHA-
MUKY BCachIBaHUSI MHAATIAMUIA U, KaK CJIEJICTBUE, TIPOSIBIISITHCS
B Pa3IMYHOM aHTUTUTIEPTEH3UBHOM JIEHICTBUH, UTO COTJIACYETCSI
C TAHHBIMU KIIMHUYECKUX UCCIIETOBAHMIA.

-60 T T T T
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O Yepeslu W Yepes2u O Yepeszdu

Puc. 1 OtHOcUTEIbHBIE PA3TUYKsl B BHICBOOOXICHUN NHIATIAMUHA U3
ero BocripousseieHHbIX JIC OTHOCUTENIBHO MpernapaTa cpaBHe-
Hust (Apudon perapn) B cpene pH 1,2.
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[To pesynbrataM ucciaenoBaHUsI KWHETUKHM BbICBOOOX-
JleHus uist mpernapata ApudoH petapa HaOIoaaaCcs paKTU-
YecKM JIMHEHHBII XapakTep Mpoduas pacTBOPEHUs, UTO
MOXET 00ecrieurBaTh HEOOXOIMMbI YPOBEHb KOHLIEHTpALIMi1
WHAanamMuaa B IJIa3Me KPOBU YesloBeKa JUISl JTOCTUKEHUS
TeparneBTUYeckoro 3¢ ¢ekTa (0 4YeM KOCBEHHO CBUJETEIbC-
TBYIOT P€3yJIbTaThl CPABHUTEJbHBIX KIMHUYECKUX UCCIIeI0BA-
HUIA).

CrenyeT OTMETUTD, YTO TMHEMHOCTD NPOoGUIIsi pacTBO-
peHust Juist npenapata ApudoH petapa HabJoganach He3a-
BUCUMO OT cpenbl pactBopeHus (pH 1,2; 4,3; 6,8), T.e. Ha
npotskenuun Beeit yactu KKT, riae mpoucxoasT ero BbICBO-
ooxaeHue u abcopouus. [Tpu 3TOM 151 BOCIIPOU3BEIEHHBIX
JIC mHpanamuaa monoOHasi KapTUHA JJIs BCEX TpPexX cpel
OTCYTCTBOBasIa. Pa3nuuus mo KOHUEHTpallMM MHAanamuaa
npy BBICBOOOXIeHUM U3 ApudoHa perapa CYIIECTBEHHO
OTJIMYAIOTCS OT KOHLIEHTpAlMM MHAANamMuaa Mpu BBICBO-
OOXIEHUM U3 TEHEPUKOB, B cpenax co 3HaueHueM pH 1,2 u
6,8. DT pa3nuuus B BEICBOOOXKIEHUM MHAATTAMUAA TPOSIB-
JISIIOTCS yXKe uepe3 1 4 U COXpaHSIIOTCS Ha MPOTSKeHUU 4 4
9KCIIEPUMEHTA.

Takum 00pa3oM, OJHOI U3 MPUYMH PA3HON KIMHUYEC-
Kol 3 deKTUBHOCTU U Oe3omacHocTd ApudoHa perapa u
TeHEPUKOB MHIAMaMK/1a, MOXET ObITh pa3anyne B TMHAMUKE
BBICBOOOX/IEHUS MHAANaMuaa, 3a(pMKCUPOBAHHOM B HACTOSI-
1eM uccienoBaHuu. [1puumHoO TaKUX OTAMYUIA MOTYT OBITh
0COOEHHOCTH XMMUYECKOTO CTPOCHHUSI MaTpuKca Mpu M3Me-
HEHUM TEXHOJIOTMHM MPOU3BOACTBA O CPAaBHEHUIO C OPUTH-
HaJIbHBIM TIperapaToM.

Paznuumst B BBICBOOOXKIEHNM MHIATIAMUIa MOTYT B TTOCTIe-
JyIolleM oOecreunBaTh pPa3jIMUHYI0 CKOPOCTh BCAChIBAHMSI
JIEMCTBYIOIIETO BellecTBa B KpoBb nocie npuema JIC. Otanumst
B IMHAMUKe BCACcbIBAaHUSI MHIATIAMUIA MOXET OTpaXkaThCsl Ha
AHTUTUIIEPTEH3UBHOM 3(eKTe, YTO MOKHO YUYUTHIBATHCS B
KJIMHUYECKON MpaKTUKe MPU BbIOOpE OMHOIO M3 IIperaparoB
MHIANaMuIa 3aMeVIEHHOTO BbICBOOOXKIECHHUSI TSI TIAIIMEHTOB C
Al

B TO Xe Bpems, mIs TOATBEPKICHUST TPEATNOIOKEHUS
3aBUCUMOCTH TeparneBTuueckoro 3¢ dekra nHaanamMuaa ot ero
MOBENIEHUS in Vitro ClienyeT MPOBOIUTH NaJbHENIIINE NCCIIeNoBa-
HUSI ero BBICBOOOXIEHMS M3 pa3inuHbix JIC U yctaHOBIEHUE
KOpPEJSILMY MOTYYeHHBIX JaHHBIX C (PapMaKOKMHETUYECKUMU
1 hapMaKoOIMHAMUYECKUMU MCCIeI0BaHUSMM.

200 ~

150

100 +

50 +

0 T \’ T
-50 T
Axkpunamun

Honuk Unpamamun MB Pasens CP

OYepezlu ®@Yepe32y @ Yepez 4y

Puc. 2 OTHOCUTEbHBIE PA3TMYHUSI B BBICBOOOXICHUN WHIATIAMUHA U3
ero BocrpousBeeHHbIX JIC OTHOCUTENILHO TpenapaTa cpaBHe-
Hus (Apudon perapn) B cpene pH 6,8.
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