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OMHUIHAILHOTO PEHEeH3CHTa Ha JuccepranmoHHyr pabory [Ocudosa 3amura AnW3zaMUH  OrJIET
«DapMaKOKMHETHYECKHE ACTICKTBI HAlPaBJIEHHOTO TPaHCIoOpTa aHTHOMOTHUKOB B OYar XWPYpPruyeckoil
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1. A AJLHOCTE TEMbl HCCJICIOBAHHS H €€ CBM3bL ¢ O0OmMIeHAVUHBIMH 4|
00 EroCY/IAPCTBEHHBIMH NMPOrpaMMaMH (3arpocaMy IMPaAKTHKHA | DA3BATHS HAVEH W TEXHWKI )

JlucceprauonHas padoTa MocBslieHa OAHON M3 Haubosiee aKTYaThHBIX IIPOOIEM COBPEMEHHOI
XHPYPTHH — JIEYEHHIO THOUHOW XUPYPTHUECKOH HH(DCKIIUH.

[ lanmMeHTEI ¢ THOMHO-BOCHAIMTETBHOM MaTOJOTHEH, 11O JJAHHBIM MHOTMX aBTopoB ([ ocrtuiner B.
K. 1982, Kypbaurammmes C., 1985, B. . Crpyuxkos, 1991, Kocunern, A.M., 2004.), cocTapIso1 TPETh
BCCX XHUPYPTrHYECKHUX OO0JIbHBbIX, JletarpHOCTE npu Hambonee THKEIBIX (GOpPMaX XHUPYPrHUecKoH

nHpekuun gocturaet /0% (Eproxun U.A., I'emsdany B.P., C.A. Illnanaukosa 2003, Bohnen J. M.A..
1997; Christon N. V., 1990). Yacrora mnocmeonepalMOHHbIX THOMHO-BOCITATHTETBHBIX OCIONKHCHUI

TOXO0TUT 10 25,1 —48.,9% (Ddenaues M. M..,2011, Bailly M. C., 1993).

XUPYPrudecKas WHQCKIHA 3aHUMAET OJTHO M3 OCHOBHBIX MECT B XUPYpPrudeckod ximHuke. I1o
nanaeiM C.B.lleTposa (1999), wacrtora paHeBeIX WH(PCKIIMOHHBIX OCITONKHEHUN B pa3HBIX O0JIACTSX
Xxupyprun gocruraet 14-20%. Okono 40% neTtaqbHBIX HCXOHOB TTOCE OlEpalluy 00YCIOBICHO MMEHHO
THOHHO-CENTHYCCKHMHU ocnoxHeHusAMHU (llerpos C.B., 1999). CoxpansieTcsi BICOKOH 9acToTa THOMHEBIX
OCIIOXKHEHHH B Kapauoxupypruu (mo 15%), ypomorum (mo 10%) w tpaBmaromormm (n0 20%).
JleTaTbHOCTE IIPH TaKUX THOMHBIX OCJIOKHEHHSIX MOKeT JocTthraTth 20-30%.

Ty TICHAJIIBHYIO CTaTHCTHKY MOXKHO IMPOAOKATH OECKOHEYHO. SICHO OIHO, YTO HECMOTPS Ha

SHAYHUTCITBHBIC JIOCTHIKEHUS COBPEMEHHOM MEHUIUHEI, TTpobiieMa xnp} PrudYecKOr MH(QECKIHEH ocTaeTcs
JI0 HACTOSALLErO BPEMCHH HE PEIeHHOH.

UTKpPBITHE B AX BCKC aHTHOHMOTUKOB a0 HAUEKJY HA JTHKBHIALMIO TSHKEIBIX WMHMEKIHH B
xupyprun. OgHako yxe wepes 10-15 ner nocie Hayana MHPOKOTO MPUMEHEHHS aHTHOMOTHKOB CTAIIO
OYCBHIHBIM, YTO OHH HE OIpaB/a/li BO3NAraBIIUXCs HA HUX HalexklI. B nmuTeparype CTalid NOSBISTHCS
pabOThl, B KOTOPBIX COOOMIANIOCH O POCTE YUCTA INTAMMOB aHTHOMOTUKOYCTOHYHBBIX THOCPOMIHBIX
OAKTEPUH W O TOSBICHAM aHTHOMOTHKO3aBHCUMBIX (opM OaxTepHif, a TAakKe O TOM, YTO B Pe3VIbTare
OECTTOpSIOYHOIO IIPUMEHEHHS aHTUOMOTHKOB OOHADPYKMINCH OOOUYHEIE TeHCTBUS HTHUX [IpermapaTos,
TIPHBOJISAIIHE B OTAEIBHBIX CIV4YasiX K rH0eTd 00JIbHOTO.

B TOXE BpeMs, HENb3sl OTPULATB, YTO YCIEXW XHUPYPIrUH TOCICHHHUX TET CTAIM BO3IMOYKHBIM
Onarojiapsi, H¢ TOJIBKO Pa3BUTUIO HAYKH U TEXHHKH, AHECTE3UOIOTHH, M COBEPIIEHCTBOBAHMIO TEXHUKH
XUPYPrHUCCKUX  ONCpamiHd, HO W TIMPOKOMY  BHEIAPEHHE B  KIMHHUYCCKYI0  TIPAKTUKY
aHTHOMOTHKOTepanuK. Hauas csoc TpuymbansHoe wiecTBHe B OOIACTH JIeYeHUS WHQEKIHOHHBIX
3a00/ICBaHNH, AHTHOMOTHKHA B KOPOTKOE BPeMsI PHOOpENH HeoObMaiiHyI0 HOMYISIFHOCT CPCIIM Bpa4cH
BCEX CHNCIHMAIBHOCTEH, a TeM ©Oonee XupyproB. Maciuradel  WCIIOJIB30BAHHS AHTHOMOTUKOB
yBEIMUIUBAIOTCS exeroxno. kcmm B 1954 roay B CIIA 6vo upowszeeaeso okomao 908 Twic, K.

anTnOnoTHKOB, T0 B 2000 roay - moutm 23 MiH. kr. M kak pe3ymbTar, OMHWM U3 TOCTeACTBMIA
MacmTabHOTO TIPUMCHEHHSI aHTUOMOTHKOB CTAO MOSBIEHWE BO3OyauTenell 0oJie3Hel. YCTOHYHBHIX K
HHUM.

DO3MOXKHBIM  peLIeHHEM  3TOH  NpoOieMBI  ABISETCA  TIOMCK  METOAOB  BBEACHMUS

BBICOKOO((PCKTUBHBIX AHTHOMOTHKOB B HHU3KMX [03aX C TETBI0 CO3JAHMS  TepareBTHYECKO
KOHLICHTPAITAH TIperiapara B ouare rHoiHOTO BOCIIAJICHAS.

JPGEKTUBHOCTE JIEHCTBUS aHTHOMOTHKOB BO MHOTOM 3aBUCHT OT BO3MOKHOCTH CO3IAHWS B

Kadenpa xupyprum Ne2. Crpanuua 1 u3 10

— e —— —_— —_— - -



C.)K. ACOEHAUSIPOB ATbIHOAFDI
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OPraHe WJIM TKaHu Jero’ J10CTaTOYHOIN
CITOCOOOB BBEIIEHHS AHTHOHMOTHKOR.

» BBOIA WX B TAKMX [103aX JUIS TOTO. YTOOI
JIMTPOB BO/IbI OpPraHu3Ma, KOHIIEHTPAIIHS MpeMapara B [1aTOJOIrHYec

TepaneBTH4eckoro spdexra? LlemecoobpasapiM 1 Pa3zyMHBIM Obl
MCHBIIIUX 103 TIpeTIapaTta HeMmoCpEeACTBEHHO B OYAl

KOM OHare JOCTUIIa HeOOXOIMMOTro
JI0 OBI BBEICHUE B COTHH W THICHIN paz

MAallbHOH TOKCHYHOCTH CPABHHBAIOT C

ODECTIEYNTh B 30HE MOpaXKeHHs BBICOKVIO
» MAKCUMAIEHO CHU3UTB HEXETaTeTbHbIE PeaKiliH OpraHu3Ma Ha

. - ' BT 1038 U KPaTHOCTEH BBEJICHHS
ITEKapCTBa.

LIpaKTHYeCKUI HHTEpEC, TpeNCTaBIseT UCTIOTE30BAHHE
HAIIPABJICHHOIO TPAHCTIOPTAa JIEKAPCTBEHHBIX cpeicTB. B
AOCTaBKY JICKapCTBEHHBIX CPEICTB K MUIIECHSIM W

bonbmuHCTBO uccnenoranuii (Kymanmumos X111,
1991, OImurpuesa JLA.. 1996, T'enunr T.I1.. Yebay H.M.,

C.X.,1998, Kapramosa A.®. 2000. u p) HAlpaBIeHBI HA M3VYeHUe YP(EKTUBHOCTH UCTIONB30BAHMS B
RAHCCTBE TPAHCITOPTEPOB ISl JIEKAPCTB 3PHTPOLUTOR KPOBH.

B TOXe Bpems, apyras tpylima aBropos (llisemor JI.A., 1996, I11a6
M.A.,Abiissles 9.B., 1998, Kapnymmnaa U.A., Crebnera 1.®@., BouTenko EHO., 2004, u p.)

VI BCPAKIAIOT, 4TO HCHONb30BAHUE ayTOJIECHKOIMTOR IUIS HAlIPABJICHHOTO TpaHCIOpTa JIEKapCTBEHHBIX

SCUICCTB TIDH  SIBJISETCS Haubolee IepCreKTHRHBIM VT ITUPOKOM  KIIMHUYECKOM TIPAKTHKH BBH TV
OBICTPOTO HOCTHKEHHUS KITMHHYECKIX PE3yJIbTATOB.

lakum obpasom, B AICPatype 10 CHX TIOp HET 4eTKOro BLIOOpA (DOPMEHHBIX -
AP HAChIICHHAS aHTHOMOTHKAMH, 000CHOBAHHOI'O BT

PE3YIbTAaTaAMH TICJIEHATIPABIICHHOTO HCCIIETOBAH U,
CPaBHUTEJIBHOTO aHamu3a 3(hdeKTHBHOCTH JPHTPOTIMTOB M JICHKOUMTOB, H3VYCHUS HX PapMaKOKHHCTHKN,

JHCcepTanT nocTaBm lIepen  coboil  3amawy nposectu BCCCTOPOHHEE  HCCIIEOBAHHC

PaHCIIOpTa aHTHOMOTHKOB HA OCHOBE aYTOMOrHYHbLX KITICTOK KPOBH 110
(PapMaKOKHHETHYECKHM mapaMeTpam.

KJIIETOK KPOBH C LETBIO CO3MAHUS CUCTEM

! - bICOKa M wmMmeer OONbLIYH mpaxkTuuccKvio
3HAYHMOCTD.

Jluccepranuonnas pabora IOcudora 3aMura AnH3aMuH Orw! «(DapMAKOKHHETHYCCKHAE aClIeKTh]
HdlIPABJICHHOTO TPaHCIIOPTa aHTUOHOTHKOR B Oual- g

AMPYPIHHUECKOH MHQEKLNU C ITOMOIIBIO KIeTOTH LIx
HOCHTC/ICH) TPEACTABJICHHYI0 HA COMCKAH e y 5
CIIEHAIIBHOCTH — « MeHTInHAa

2. Hayauele pesviabTaTthl B JAMKAX TpeDOBaAHHH K

JASBUTHH HAYVKH; KOHKPETHOE JIHYHOe YVIACTHE AaBTOPA B 110
CoHCcKkaTeneM o

AHCCEPTAIINM ¢

§ (DTPHAKCOH ¢ TeHsMH SPUTPOTIUTOB CBSZLIBACTCS 1O

ACOB MPOMCXOIMT IHCCOLHAITMA BO BHEKIIETOYHOE
PaHce CBs3aHHOro. llpu wrkyGammu invitro

Ctparuna 2 us 10 “
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2. OcobenHocTsMM (hapMakOKHHETHKH Le(TPHAKCOHA B COCTARE DPUTPOLIUTAPHON TPAHCITOPTHOMN
CHCTEMBI IO CPABHCHHUIO ¢ (DAPMAKOKWHETUKOH CBOOOJHOIO TMpelapara MpU BHYTPUBEHHOM BBEICHWH
MHTAKTHRIM KPOJIMKaM SBJIIOTCH: CHHIKCHHE HYHCICHHOTO 3HAYCHMUs KOHCTAHTHI snauMmuHanun (K.)

YBEIHYCHHC KaXKYIIETocst 00bEMa pacnpenenenus (V) npu TEHASHITHH CHIKEHUS TOTATLHOTO KA peHca
(Cl),yBenmuuenust nepuoma monyseBeneHus (T)p) W IJI0MATH IO (DapMaKOKHHETUHYECKON KpHBOIi
(AUC).

3. OcoOCHHOCTSAMH (PapMaKOKHHETHKH HEe(DTPUAKCOHA B COCTABE NCHUKOIMUTAPHON TPAHCIIOPTHOMN
CHCTEMBI TI0 CPABHEHHIO ¢ (DapMakOKWHETHKOH ¢BOOOIHOIrO mpelapara [IPH BHYTPHBEHHOM BBECICHUM
AHTAKTHEIM KPOJIMKaM  SABJISIIOTCSA: CHHJKEHHE 3HAUCHHMH KOHCTAHTHI 3iuMuHAMK (K), TOTATBHOIO
knapeHca (Cl), npw moBeimmeHMM kaxyuierocs o6nEma pacTipeiesicHust (V), YBEIMYEHWH II€PHO.1a

HoJyBbIBEICHHS (yBenuueHUe Tip B 1,9 pasza) u miomanm mox dbapMakoKHHETHUECKOI KPUBOH
(yBemmueHue AUC B 1,5 paza).

4. DapMakOKWHETHKA Me(TpHaKCcoOHAa B COCTAaBE DPUTPOLIUTAPHOH TPAHCIIOPTHOM CHCTEMBI Y
KPOJIMKOB € MOJCTBRIO OYaroBOM XHPYPIUYECKOH WHOEKIIUH XapakTepu3yeTCs: CHUIKEHHBIM MTHKOM B
CBIBOPOTKE KPOBHM, OONee ME/UIEHHBIM PaCIpeIe/ieHHeM U3 [EHTPATHHOMN KaMepbl B TIEPUPCPUUIECKYIO,
yBeIH4YeHHEM 1yp (B 2 pasa), AUC u MRT (uwa 27-30%), npu camkenrom Clu K¢ ¥ HEU3MECHHOM
V.lledTpruakcoH Npu BBEIEHUH B COCTABE OPHTPOLIMTAPHON TPAaHCHOPTHON CHCTEMBI HAKAIITTHBACTCS B
O4drc BOCHAICHHA, CO3/laBas OoOJee BBICOKYIO, N0 CPABHEHHIO C BAPHAHTOM BBEICHUS CBODOJHOTO
Hpeliapatd, KOHICHTpallMIO B BOCMAJICHHOM MBIIICYHOM TKaHW. HakorieHue nedTpwakcoHa B 0ouare
BOCTIAJICHUS (THOH W OKpY’Karolllask MBIIIEYHAass TKAHB) YBEIMYMBACTCS 110 CPaBHEHHUIO C BapHaHTOM
BBEICHMS cBoOOmHOrO mpenapara (F Bospacraer ¢ 0,03 1o 0.09 Ut MBIIEYHON TKAHW W TeHICHIIUS
yBenuvaeHus b g raos - ¢ 0,04 1o 0,05).

S. PapMakoOKHHETHKa TIedTPHAKCOHA B COCTABE TCUKOMTAPHOH TPAaHCIIOPTHOM CHCTEMBI Y
KPOTHKOB C MOJIE/IBIO OYaroBOH XHMPYPrUYECKOH MH(PEKUWHW XapaKTEPHU3VETCH: CHUKEHHBIM TTHKOM
CHIBOPOTKE KPOBH, DOJI€E MEUICHHBIM PAClpeCIeHNeM U3 HEHTPATLHOMN KaMEephI B [IEPHUPEPHYCCKVIO.
yBemuueaneM 1p, AUC mw MRT (B 3-5 pa3), npu camxensom Cl u Kel(B 3 paza) u nenamennom V.
HakomieHne neQTpHakCOHA B oOuare BOCIAJCHHS (THOM W OKpyXaiomas MBIUeYHas TKaHb)
yBennamBaeTcs (F Bospacraer ¢ 0,03 mo 0,13 mwis memun w ¢ 0,04 10 0.08 JIJIS1 THOSA ) TIO CPABHEHHIO C
BAPHAHTOM BBEICHUS CBODOHOIO Mpemnapara.

0. llpu BrMOUeHNH anTHOMOTHKA e TPHAKCOH Kak B IPUTPOLUTAPHYIO TPAHCIOPTHYIO CHCTEMY,
TaKk W B JICHKONMTApPHYIO TPAHCIOPTHYK) CHCTEMY BBISBJISIIOTCS  OMHOTHITHEIC A3MEHCHH S
(hapMaKOKMHETUHECKUX TIOKA3aTeNei: MpOIOHT AL MpeOBIBAHUS ITPENAPATa B OPTaHH3ME ([TORBIIIEH e
i, AUC u MRT u cumxenue Cl u Kel), a Takxke IOBBIINEHHOE HAKOTLIICHUE B O44Ie THOHHOTO
BOCHAneHusl. 1lpn O/lHOHANIPABIEHHOCTH M3MEHEHWH (hapMaKOKMHETHKY Pa3Inuue MY KIETOYHBIMH
TPaHCIIOPTHBIMH CHCTEMaMH BBIpaXKaeTcss B OoJsiee BBICOKHX 3HadeHHsX Tin. AUC (B 1,9 u 2.2

COOTBETCTBCHHO) M Oonee BBICOKMX 3HaueHWsX F (B 1,5 pasza) misg medikorm:
CHCTEMBEL.

pasa.,
APHOH TPAHCIIOPTHOMH

7. JlerkonUTapHas TPaHCIIOPTHAS CHCTEMA ULl AaHTHOHOTHKORB 110 [HapaMeTpaM (papMakOKHHEeTHKH
MOXCT CHHTATBCS DOJIEE NMEPCTIEKTHBHOM TI0 CPABHEHHIO C OPUTPOIUTAPHOH KJICTOYHOM TPAHCIIOPTHOIM
CUCTEMOH, MOCKOJIBKY BBEICHHE MEe(MTPHUAKCOHA B COCTABE JICUKOILUTAPHON TPAHCIOPTHOR CUCTEMBI
obecmeunBaeT 0oJiee BHICOKHH YPOBEHB KOHICHTpAUX aHTUOWOTHKA B O4Uare BOCIAIECHHUS U Vle pAKAHKE
€r0 B TE€UYCHHUE DOJIee U TEIILHOTO BPEMEHH.

3. CreneHp 000CHOBAHHOCTH H  JTOCTOBEPHOCTH KAaxK/I0ro C3V./IbLTATA HAVHHOI O
HONOAKRCHHH ), BBIBO/IOB H 3aKJHYECHHE COHCKATETS. ¢ PUOPDMYJ/THPDOBAHHLIE B JIHCCCDTAIIMM:

1. PaboTa mpeacTaBisieT 9KCepUMEHTAIIbHOE MCCITeI0OBAHNE [IPOBCICHHOE HA 48 Kpo/iMKax.
Ha mepsoMm stamne paboThl aBTOP cO3TaBan JPUTPOLIUTAPHYIO W JICHKOLMTAPHYIO TPAHCIIOPTHYIO
CUCTEMY M1 aHTHOWOTHMKa wuedTpuakcoH. CTeleHb IMOMIONICHHE B3BECH OTIPEJACTISIII  C

HOMOILBHD
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MCYEHOr0 HEeMTPHAKCOHA B J1AOOPATOPHM SKCIIEPUMEHTallbHOM (apmakonornn NLA Haszapbaes
Y HUBEPCUTET, TJI€ IPOU3BOINIHCE KOHPOKATHHBIE MUKPODOTOrpadwH.

Ha BTOPOM 3Tale MPOBOJAMIUC, OnopapMaleBTHUECKHE WCCIENOBAHUS CYMEpHATAHTA 1O
pa3pabOTaHHOM aBTOPOM METOIUKE.

[ omipeniesieHus MapaMeTpoB AWCCOLMANMHA e TPHAKCOHA C IPUTPOLIUTAPDHBIMHE TCHAMH W
JICUKOLMTAPHOH MacCOM OBIT HCHOIB30BAaH METOJ PABHOBECHOTO [IMAJTH3A | WestphalU.1969]. J1as
Hali3a [PUMCHSAIOCh NHATM3HOE YCTPOHCTBO C WCIOJIb30BAaHWEM IIOJYITPOHULAEMOH MeMOpaHbl
dervapor ® DialysisTubing (MWCO 12000-14000; porediameterca.

KOHIEHTpalUs aHTHOWOTHKA B CBIBOPOTKE KPOBH OINPEHENSIACh ¢ WCHOIB30BAHUEM
BBICOKOHACTOTHOTO XXHUAKOCTHOTO Xpomartorpada (HPLC/MC) Agilent 1260 infinity.

AHQM3 CONCPKaHUs UCPTPHAKCOHA B CHIBOPOTKE KPOBH IKCIIEPUMEHTAIbLHBIX JKHBOTHBIX
[TPOBOMJICS METOZIOM BBICOKO 3()(DEKTHBHOH XKUIKOCTHOM XpomaTorpadun ¢ Y@ netekumeti.

JLIsl yCTICITHOTO BBITIONTHEHHUSI UCCIICIOBAHUS JIACCEPTAHTOM OBIIM HCIIOTb30BAHEL PA3JIMYHEIC
COBPEMEHHBIE 000PYI0BAHUS:

Apomarorpaduueckas cucrema Agilent 1260 Infinity (Hacoc - G 1311 1260 PumpVL;
Astocamiuiep — G 1329B 1260 ALS; Tepmocrar ans konouku G 1316A 1260 TCC: Y@ - HeTEKTOp - G
1314C 1260 VWDVL+) (Agilent Technologies, CIITA). Komnorka: ZORBAXE clipse plus C18 4.6 x 100
MM; 3,5 MKM (Agilent Technologies, CIIIA), 3amuTHas npeakomonka: Analytical Guard ColumnXDBC-
18 4,6 x 12,5 mm; 5 mxMm (Agilent Technologies, CITTA).

B pesynbTare NpoBeIeHHBIX Ja0OPATOPHBIX HCCIEIOBAHMI. aBTOPY VI&JIOCh VCTAHOBHTH, YTO
Ue(PTPHAKCOH C TEHSIMH 3PUTPOLUTOB CBA3BIBAETCS 10 70% OT BHECEHHON 03Bl U B TeucHUe 24 9acoRn
[IPOUCXOIAT IUCCOLMANMM BO BHCKIICTOYHOE MpocTpaHcTBO Oosee 80% mnpemapara, ¢ nedkoruTapHoil
KIETOYHOM MacCOH CBsi3biBaeTcs 15,6+4,1% mnpemapata oT BHECEHHON MO3BI, B [MpUCYTCTBHU (.5 mM
AT® ceaspBanue ysenuuusaercs 10 28,5 + 2.7% w B TedeHHWe 24 4ACOB MOKA3aTENb THCCOIMAIINM
cocTasisieT bonee 60%.

2. C nenepro H3ydeHUsT (HApMOKOKMHETHKH AaHTHOMOTHKA (IE@QTPUAKCOH) BKIIIQOYCHHOTO B
KICTOYHYIO  TPAHCTIOPTHYIO ~ CHCTEMY  (IDUTPOUHMTAPHYIO, JICHKOIMTAPHYIO) W [POBCICHMS

CPaBHUTCITBHOIO aHAIN3a (QYEKTHBHOCTH KAXKIOH yKa3aHHON CHCTEMBI, aBTOP HCCIEN0Bal 4 OCHOBHBIX
[ToKa3aTeJls:

KOHCTAHTY TuMuHaIun (Kel),

00®wEM pacripeneiieans (V)

ToTajibHBIA KipeHca (Cl),

[1EPHO NoJTyBbIBENEeHHS (T1/2)

[IOIA/1b 110 (papMakoKHHeTH4YecKoH KpuBoit (AUC)

DapMOKUHETHKA aHTHOMOTHKA TMe(MTPHAKCOH B COCTABE KIETOYHBIX TPAHCTIOPTHLIX CHCTEM
M3ydaiack Ha 3 TIpYyNmMax JKHBOTHBIX; 1. B cOCTaBe JICHKOUMTAPHON TPAHCIIOPTHOW CHCTEMBL, 2.
OPUTPOLHUTAPHON TPAHCITOPTHOH CHCTEMBI 3. BHYTPUBEHHO.

KOHIIEHTpAIM aHTHOMOTUKA B CHIBOPOTKE KPOBH, THO€ ¥ IOMOT€HATe BOCHMAIEHHOTO Y4aCTKa
MBIIIEYHOW TKaHW OTPEIENAIach ¢ UCIOIB30BAHWEM BBICOKOYACTOTHOIO KHIKOCTHOTO X

(HPLC/MC) Agilent 1260 infinity.

ObpaboTka pesynpTaToB OBLTa BBIIONHEHA C TIPHMCHEHHEM MPpOrpaMMHOI0 00eCIcUeHUs
Agilent Lab Advisor. KoiuyecTBeHHOE coepxanue He(TPUAKCOHA B aHAIM3WPYEMBIX 00pa3max
PacCUUTHIBAIOCH 10 KATHOPOBOYHOMY rpaduky.

JUIe uccnenoBanus KoHCTaHTH mmMuHaumu (Kel), o06béma pacrpeneaeHus (V) TOTaIbHOIO
kinpenca (Cl), nepronia nomyseisenerns (T1/2) u mromamm mo (hapmakokuHeTHUYECKOH KpuBoit (AUC).
MPH BBCICHUM [I€QTPUAKCOHA B COCTABE JICHKOIMTAPHON M SPHTPOIMTAPHOMN TPAHCHOPTHOH CHCTCMBI,
TUCCCPTAHT  [IPOBOJMI  (DAPMAKOKMHETHYECKOE MOJIEIHPOBAHNE C WCITOJIB30BAHUEM KHHETHUCCKIX

Kaeapa xupypruu No2, Crpanwnna 4 us 10
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YPABHCHHH, HCIOIB30Bal (hapMaKOKHHETHYECKYIO [IpOTpaMMy
(PapMaKOKMHETHYECKHX [IapaMETPOB, MAaTEMATHYECKYEO MOIE)Ib

B pesyibpTare MpOBEIEHHBIX ODKCHICPUMEHTANBLHBIX M Jia
ACHOIb30BAHHEM CIIOXKHBIX, HO BBICOKOMH(DOPMATUBHbLIX W

Borgia 1.03 u pacuérom oCHOBHLIX

OOPATOPHBIX HUCCIETOBAHUN, ¢

HHTAKTHBIM KPOJIMKaM YKa3bIBAIOIIHE HA
(Kel) ' yBenmmuenue KQXVILEerocss o0séMa

kmpenca (Cl), yBennuenus nepuona motyBeiBeieHUs (T1/2) u i
KpuBou (AUC).

3. B

HIKCHUC YHCIICHHOTO 3HAYECHHMS KOHCTAHTBI 3IMMHHALIH
paclipciicieHus (V) Mpu TeHIECHUMH CHIKEHHS TOTATHEHOTO

JIOMIaan IMoJ1 (PapMakKOKHHETHYCCKOI

ACCIICIOBAHUAX  (DapMaKOKHHETHKH HeOTPHAKCOHA B  COCTABe JICHKOIIUTAPHOM
TPaHCIIOPTHOH CHCTEMBI TI0 CPaBHEHHIO C (bapMakoKUHETHKOH CBOBOIHOTO Ipenapara I1pu
SHYTPHBCHHOM BBCJICHHH WHTAKTHBIM KPOJMKAM TAKKE GRLTH HCIIOJTB30BaHbI  KOJTUYECTBEHHBIE
HoKasareiii KOHCTanTh! anuMuHanun (Kel), 06péma pacopeneienus (V) ToTaIbHOTrO Kiupenca (Cl)
Heprola roltyBbiBeieHus (11/2) u mutomamm non (hapMaKOKMHETHYeCKOH KpuBOH (AUC).
CraTtucTuyeckas 00padoTka pPe3yIbTaATOB [MPOBOINJIACE C ACIIONTb30BAaHUEM
HCapaMCTPHICCKOT0 KPHTEPHS TPOBEPKH CTATHCTHYECKHX [HIIOTE? H-xpurepust Kpackena - Vomuea.,

VicclieTOBaHUST TIPOBOIHINCH COBMECTHO G COTPYIHUKaMHu s1aboparopuu (apmakogornu NIA
HazapbaeB VYuusepcurera GbuTH HOJAYHCHBI Ha ammapare IVIS Spectrum In Vivo Imaging System
ALIOCTpaunn - pacripenenenus 30H1a  Alexa Fluor 680 W HICPEC IPEACTABISAIOT PE3V/ILTATEI
LIDOBCACHHBIX padOT, rae ObLI YCTaHOBIICH (PaKT MPONIOHTALNH TIPEObIBAHMS CYOCTaHIIMH, CBA3aHHON C
JICHKOIHTAPHON  TPaHCIIOPTHOM CUCTCMOH, B OPraHW3Me, a4 TakKe (haKT TpeHMYyIECTBCHHOIO

PACTIDEAC/ICHAS ICTTIOHMPOBAHHOM CYOCTAHIINYE B TKAHSIX PCIMKYTOSHI0TCIMANIBHOM cucteMsr (PAC) win
IKaHsX CHCTEMBI MOHOHYKITEAPHBIX (harOHTOB,

llomyyenHble  pesyaprarh pabOTBI,  OCHOBaHHBIE  HAa  JNAHHEIX COBPEMEHHDIX.

1,  HalpaBIEHHBIX  Ha ONPECIICHUST  0COOEHHOCTEl
(PapMaKOKHHETHKH HeMTPHAKCOHA B COCTABE NICHKOIUTAPHOM] TPaHCITIOPTHOH CUCTEMBI IO CPABHCHUIO) C

(bapMaxOKHHETHKOR CBOGOIHOIO (IPelapaTa TIPH BHYTPHBEHHOM BBEJICHHH HHTAKTHRIM KPOJIHKAM.
HEOOX0IMMO CUYUTATE JTOCTOBEPHBLIMH,

4.-5. Hccnenoranus (DapMaKOKHHETHKH UCOTPHAKCOHA, BREASHHOIO
NICHKOIHTAPHBIX HITH JPUTPOTIHTADHBIX KOHTCHHEPAX OLLUTH MPOBEICHAI

MOJICIIBIO 0MaroBOM XUPYPruyeckoi nadexun (abcrece). Bee wuBoTHBIE
5 3aBUCHMOCTH OT CTIoco0a BBe/IeHHs Tpernapara.

JlocToBepHOCTE PE3YJILTATOR MCCIICIOBAHHAT MOATBEPIKIACTCS MCITOJIb30BAHHBIMH
(DapMaKOKHHETHYECKHMHU KPUTCPUSIMH, KaK TICPHOI IOJIYBBIBCACHHS. OOLEM - pactipenencumns (V).
[LT10I0&1b MO (hapMaKOKUHETHYECKOL kpusou (AUC), mokasaTess TOTAIBHOTO Kiipenca (Cl), napamerp
tieppona nonyseiseienus (T1/2B), korcranry duMHuHanuu (Kel)

CraTHCTHYECKHH anaTH? Il
ManHa-VuTHu.

DapMakoKHHETHKA e TPHaKCOHa B COCTARE IPH’
COCTaBe JICHKOLUTAPHOIM

-

BHYTPHBCHHO B
Ha 30 JKHBOTHLIX (Kpo: AKKW) C
OBIIM Pa3JIC/ICHbI HA 3 CPVIITE]

POBOSHIICA ¢ momompro kputepus Kpackena-Yosmea. KPUTEPHS

TPOLIUTAPHOH TPAHCIIOPTHOM CUCTEMBL. KAK U R

TPEAHCITIOPTHOH CHCTEMBI, ¥ KPOJHKOB C MOIEITBIO O9aroBOM XHUPYPIMUYECKOI
HHQEKIMH  XapaKTepH30BaIach CAMDKCHHBIM - TTHKOM B CBIBOPOTKE K poBH, 0Qonee MelTeHHBIM

B IEPUDEPHUECCKYIO.
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BBECHUS CBOOOAHOTO Tpenapara (F Bospacraer ¢ 0,03 no 0,09 mast MblimedHON TKAHM W TeHICHIINS
yBEIUICHUS I 11t rHOSA - ¢ 0,04 1o 0,05), Bo 2 rpynne F Bo3pacraer ¢ 0,03 10 0.13 0TS MBI B C 0,04
mo 0.08 118 THOA.

[Ipu cpaBHHTEIBHOM aHamW3e AWHAMHUKH KOHICHTPAIWH AHTHOMOTHKA B TIIa3zMe KPOBH B
3aBUCHMOCTH OT JICKAPCTBEHHOM (POPMBI OBLIO YCTAHOBIIEHO., YTO MAaKCHMAIBHO OBICTPOE [1aJICHHE
KOHLICHTPAIWH OTME4alIOCh B IPYIIIIE, IJI¢ J)KHBOTHBIM BBO/IMJIA BHYTPUBEHHO CBOOOTHBIN aHTHOWOTHK. a

HanOoJIee MEUICHHOE — B I'PYIITIE, T/I€ BBOAWIICH aHTHOHOTHK B COCTaBE JIEHKOIUTAPHOM TPAHCTIOPTHOM
CUCTEMBI.

6. JlocToBepHOCTE U OOOCHOBAaHHOCTHL TIPEACTABICHHOIO BBLIBOJA BHITCKAST W3 pPE3YJILTATOR
HCCIICIIOBAHWA  TIPUBEJCHHBIX B TMyHKTax 4-5, r1e HA OCHOBaHHH W3y4YEHHS pPe3yIbTATOB
BBICOKOMH(POPMATHBHBIX (hapMakokuHeTHdeckux mapamerpoB (T1/2, AUC u MRT. Cl # Kel), Obimm
COENaHbl BBIBOJEI, YTO:

[Ipn BK/IIOYEHUN aHTHOWMOTHKA LEe(GTPUAKCOH KaK B 3PUTPOLUTAPHYIO TPAHCIIOPTHYIO CHCTCMY.
TaKk W B JICMKOUMTAPHYIO TPAHCIOPTHYIO CHCTEMY BBISBISIOTCS OJHOTHIIHBIE H3MEHEHHS
(PapMaKOKHHETHYECKHUX MOKa3aTe/Iei: MpoJIOHranus NpeOriBaHms [Ipernapara B OpraHu3Me (TIOBBLILICHUE
1172, AUC u MRT u cuuxenne Cl u Kel), a Takke NOBBIIIEHHOE HAKOIUICHHE B 0Yare THOWHOTO
BOCHaneHus. 11py oTHOHAIPABICHHOCTH M3MEHEHHH (PapMaKOKMHETHKU pa3THume MECKIY KJICTOUYHBIMH
TPAHCIIOPTHBEIMA CHCTEMAMH BBIDAXKACTCA B Oonee BbICOKHMX 3Hadenusix 11/2, AUC (B 1,9 u 2.2 pasa.
COOTBETCTBEHHO) M 0Oojiee BBICOKMX 3HauCHMsX F (BMOMOCTYITHOCTH WITH Iepexo JIEKApPCTBEHHOTO
Mperapara U3 [EHTPAIbHOH KaMephl (KpOBb) B Tiepudepuveckyio (09ar rHOMHOTO BocnaieHus) -B 1.5
pasa [Jist ICHKOIIUTAPHOH TPAHCIIOPTHOH CHCTEMBI,

/. Ha oCHOBaHHM pe3y.ILTATOB [IPOBEACHHBIX HCCIIEI0BAHMIAL 3AaKOHOMEPHO BBITEKAET BBIBO/L.
4TO JICHKOINTapHas TPAaHCIIOPTHAS CUCTeMa JUis aHTHOMOTMKOB IO IIapaMeTpam (papMaKOKHHETHKH

CHCTCMOM, TIOCKOJIbKY BBCJICHHE LE(PTPHAKCOHA B COCTABE JIEHKOMHUTAPHOI] TPaHCTIOPTHOH CHUCTEMBI
obecrieurBaeT 00J1€€ BBICOKUH YPOBEHb KOHIIEHTPAIlMH aHTHOWOTHKA B OYare BOCTIAJICHUS YICP/KAHUC
Cro B TCUEHHE D0JIEE TUTENILHOTO BPEMEHH.

Hay4JHbIC IOJIOKEHUS! W BBIBO/BI, W3JIOKEHHBIE B JHCCEPTAIIHH, HCXOMAT H3 CYIITHOCTH CaMoi
padoThl U OOOCHOBAHbI pe3yIbTATAMH MTPOBEACHHBIX UCCTEIOBAHU,

CTaTHCTHYeCKass 00paboTKa pe3ynmbTaToB MPOBOAMIACH TTYTEM CPaBHEHHS Pa3JIMMHBIX CITOCODOR
BBCIACHUA C HMCITOJIb30BAHWEM HETIAPaMETPHYCCKOTO0 KPUTEPUS TIPOBEPKHM CTATHCTHUECKMX THIIOTe? H-
Kputepust Kpackena - Yommca (mis ¢=0,05) ¢ mocmeayiommym  post-hoc (armocTeprnopHbIM )
MHOXCCTBCHHBIM CPaBHEHUEM MEXY OTACIbHBIMH rpynmnamMu. Emé oqaum Metonom omeaku 6sn1 ROC -

AHAJIA3, B KOTOPOM [UIs CPaBHCHHSA IBYX TIYT€H BBEACHHS MCmonb3oBancs nokasarens AUC (Area Under
Curve).

4. CreneHb HOBH3HBI KaXK/I0r0 HAVYHOIO Pe3V.IbLTATA (HAVYHOIO MHOTOMKCHHS. BhIBO Ta M
BAKJ/IIOYEHHS COMCKATE s, ChopMYINPOBAHHBIX B THCCEDTANAN):

Ha OCHOBaHWH pE3yNbTaTOB MCCIEIOBAHUSI PACKPHLITA HAYYHAS HOBH3HA BBITIOIHEHHOI padboThl.

BCe IMyHKTBI BO BBEACHHH M3JI0KEHBI YETKO, JJOTHYHO W MOATBEPKICHBl Ha MATEPHANAX COBCTBEHHOTO
UCCITCIOBAHMSI.

1. [IpOLCHTEI CBsA3BIBaHUS AHTHOHMOTHKA 1eTPHAKCOHA C TEHSIMH spurporto (70%) wu

IEHKOIIMTAPHOH KJICTOYHOM Maccol (28%), a Takke CTEneHu ee IMCCOIMALTHH (80% u 60%) B Teuenue
24 4acOB YCTAHOBJICHO BIIEPBBIE.

2. — 3.. OcobenHoctn QapMakOKHHETHKHA [edTPHAKCOHA B  COCTAaBe IPUTPOLIUTAPHOIA
TPAHCTIOPTHOH CHCTEMBI, KaK M B COCTaBE ICHKOIMTAPHOM TpPAHCIOPTHOM CHCTEMBI, HA OCHOBC
OUPCICIICHAA H3YYCHUS KOHCTaHTRl JIMMHHauuu (Kel), oOvéma pacnpenenenuss (V), TOTATBHOTO
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kiupenca (Cl), nepuoga moyBRIBEICHWASA (T']f’2) A IIOINAan O (papMakoKuHEeTHYSCKOH KpuBoil (AUC)
[IPOBOAUTCS BIICPBBIE.

4. — O dDapMaKOKMHETHKA UEPTPHAKCOHA B COCTABE JIPUTPOLMTAPHOM W JICHKOLMTAPHON
TPAHCIIOPTHOH CHCTEMBI Y KPOJHMKOB C MOJENBI0 0YaroBOM XWUPYPrudeckod wuHOMEKIHeH ¢
UCCJIC/IOBAHUEM YHC/ICHHOTO 3Ha4YeHHWsl KOHCTaHThl 3imMMmuHaumu (Kel), o6wéma pacnipeneneuus (V).
ToTaIbHOTO KimpeHca (Cl), nepuona nosmyseBeacHUS (11/2), mmomanu moja dapMakOKHHETHYECKOI
kpruBOoH (AUC), cpeanero BpeMenu yiaepxkanus (MRT), mapameTpa nepexoma npenapara U3 LEHTPATBHOM
KaMepbl (KpOBb) MOJCIM B NECPUPCPUIECKYIO KaMmepy (IHOMHBIM ouar BocnajicHusi) (F) paHee He
[MPOBOHIIOCK.

6 - 7. bONBIIMHCTBO HU3BECTHBIX pabOT OBLIM HaANpPaBiICHBl HA M3Y4YCHWE H Pa3paboTKy
JPUTPOLIUTAPHOTO TpaHCIOpTa JeKapcTBCHHBIX TipernapaToB |KysHemoBa C.A., Opeukas T.C., 2010,
ARymanuinos KL, Makapenkosa P.B., 1990, Epmos A.JI., Kapnymmnaa U.A., 2006, Jlesun U.I"., 1998].
B xavecTBe mpenapara BKIIIOYAEMBIE B TPAHCIOPTHYIO CHCTEMY HCIIOJIB30BATMCH aHTHOMOTHKH TPYTIITHI
AMUHOTJIMKO3UI0B (KaHAMUITWH, TeHTaMULIIH ) WK 1iedatocnopul | nokonenus (1iedamesnn),

Pe3ynbTaTbl CPAaBHUTCNIBHOIO aHaiu3a JS((CKTUBHOCTH TPUMCHEHHS JIPUTPOLMTAPHON W
NEHKOLUUTAPHOH TPAHCTIOPTHRIX CUCTEM Bx/nouaromue antuduotuk 1l mokosnenus uedanocrnopnHos
SIBJTSIFOTCS] HOBBIMH,

d. UnieHKa BHYTPEHHEr 0 ¢IHHCTBA MOJYVYEHHBIX PE3YIbTATOB:

PaboTa HalpaBiI¢HA Ha pEIICHUE aKTyallbHOH NpoOIeMBI COBPEMEHHONM MEOWLMHBI B IICTIOM.
ViccienoBaHuEe XapaKTepU3yeTcss BHYTPEHHWM eJIHHCTBOM, YETKOH I10CIeH0BATENFHOCTBIO H3TOKEHUS
Hay4HOIo Mmarepmana. Jluccepraius umeer OONBIIOC HAYYHOE W MPAKTHYECKOE 3HAYCHHE. BbLIBOIBI H
[IPAKTHYECKUE PEKOMEHIAIMH ODOCHOBAHbI Pe3y/IbTaTaMH HAYYHO-IKCTICPUMEHTAIIBHBIX HCCIISIOBAHNWMN
A COOTBCTCTBYHOT MOCTABJICHHBIM 3amavaM. Bce OCHOBHBIE MOJIOKEHHA BBITIOJHEHHOIO HCCIe/I0BAHMUS
OTpa)K€Hbl B / MYOJMKAIUAX, U3 HUX: 3 B HAYUYHbIX H3JAHUSAX PEKOMEHIOBAHHBIX KOMHTETOM 110
KOHTpo/t0 B cepe oOpazoBanusa u Haykn MOH PK, 1 myOnukaimus B MeXIyHapOIHOM HAaydHOM
M3aHUH, BXOJISIIHH B HH(pOpMaIMOHHYI0 0a3y kommaauu Scopus «GeorgianMedicalNewsy.

6. HanpaBJIEGHHOCTb  IOJYYEHHBIX  COHCKATEIeM €3VJAbTATOB  HA
COOTBCTCTBYKONIEH AKTYAJIBHOH NPO0JCMbI, TEOPETHYCCKON WJIH NMPHKIATHOM 32/ 1AYN:

At yTyHIIeHUs pe3yTbTaToB XUPYPrUUeCKOro JICUeHUs O0IBHBIX ¢ XUPYPTHUECKOH HHDeKIMeT

aBTOPOM pa3paboTaHbl U HAYTHO 0DOCHOBAHBI MCTOIBI SKCTPAKOPNOPATLHON (APMAKOTEPATTHHY ¢
[IPHMCHCHHEM KJICTOYHOH TPAHCIIOPTHOW CHCTE€MbI, YTO -MO3BOJISAET TIOBBICHTE PDCKTHBHOCTE
KOMIIJIEKCHOTO JICYCeHUsI OOTTBHBIX ¢ OCTPON XUPYPTHYECKOH MH(EKIIMEH.

[losy4qeHHbIe COMCKATEIIEM HAY4YHbIE PE3YIbTaThl BHOCAT GOMBINON BK/IA/ B PA3BHTHC XUPYPTHH |
MMCHOT 3HAYUTEITBHOE TEOPETUUECKOE U ITPAKTHYCCKOC 3HAUYEHHE.,

/. _lloTBepkaeHne, ony0JHKOBAHMS OCHOBHBLIX HOJI0KEHHH
3AKJI0YEHHS JIHCCePTAIHOHHOH paboThl:

UCHOBHBIC NOJIOKCHHS JUCCEPTALMU JOJIOXKEHBI W 00CY)XKIEHBI: HA PeciybimkaHcKodl HayuHO-
[IPaKTHUCCKOH KOH(EPEHLHH € MEeXIYHAPOIHBIM y4acTueM, NOcBAMEHHOH 80-meThio npodeccopa
C.B.Jloxunkoro (r.Kaparanma, 2015 r.); MeXayHapoJHOW HayYHO-IPAKTHUYECKOI KOH(EPCHIUH
MOJIOJIBIX Y4€HBIX «MWp Hayku ¥ MOIOIEXKb: HOBBIE MYyTH passuths» (r. Kaparamma, 2016 1.); 5-oi
CIKEIOAHOH MCKAYHAPOJHOW HAyYHO-TIPAKTHYECKOH KOH(EPEHLHH «aKTyalbHbIE BOTIPOCH! MCIWIIHHbD)

(r.baky, 2016 r.); Ha 3acemaHuu kadeapel XUPYPruueckux Oosesneir No 2: Ha HaY4YHO-IKCTIEPTHOI
KOMHCCHH XUpyprudeckux nucuuruime KI'MY.

[lo TeMe nuccepraniy onyOJIMKOBAaHO 7 MEYaTHRIX paboT
3. HelOCTATKH 110 COJAEPKAHHIO H 0(DOPMIIEHHI0 IHCCePTAIHN:

B paboTe MMEIOTCS OTJENbHBIE TPAMMATHYECKHE OINMMOKH, CTHIIMCTHHECKHC MOIPEITHOCTH ¥
OTICUATKH.

JCHICHHC

JEIVJIBTATOB, BLIBO/JIOB H

| N it S s

| Kageapa xupypruu No2, Ctpanuna 7 u3 10



KABAXCKMA HALLMOHANbHbIA MEAULIMHCKNIA
YHUBEPCHUTET MUMEHMW C.1.ACOEHAUSIPOBRA

ASFENDIYAROV KAZAKH NATIONAL
MEDICAL UNIVERSITY

CK. ACPEHOANAPOB ATbIHOAFbI
KASAK ¥TTblK MEQUUMNHA YHUBEPCUTETI

B akryamsHOocTM — Her HE cioBa 06 aKTyaibHOCTH MPOOJIEMbl XUPYPTHYECKOH WHMEKIUN:
HacToTa, JCTATEHOCTD, OCIIOKHEHHS CBA3aHHBIE ¢ HEAPGEKTHBHOCTBIO TPAANIIMOHHBIX METOIOB JTeYEeHNS.

[{ene — Omnpenenenre nepcrneKTHBHOCTH CUCTEM HaIlpaBJICHHOTO TPAHCIIOPTa aHTHOMOTHKOB HA
OCHOBC ayTOJIOIHYHBIX KIIETOK KPOBH 110 ()apMaKOKHHETHUCCKUM TTapaMeTpam

boJiee TOYHOE OlpeAeleHHe Ieian paboTel OyaeT -l IpOBECTH CpaBHUTCIBHBIA AHATH?

YUUTBIBAsT COOCTBEHHbIE pa3pabOTKK METOJIa aBTOpa, Horee [IEeJIeCO0Opa3sHo OyJIeT HEe HOTyUeHHe.,

a paspadorare CrocoOBbl HCMOJIB30BAHUS AYTOJIOTHYHBIX KJIETOK B KauecTie KOHTEHHEPOB 1714
AHTHOMOTUKOR

2-3 MoxHO 00BenuHUTE — M3yuuTh (PapPMAKOKUHETHKY MOIEIBHOTO AHTHOMOTHKA B HOPME W
[MaTOJIOIUH B SKCIICPHMEHTE

4. CpaBHeHNE (papMaKOKUHETHIECKHX [IapaMETPOB MOJCITbHOTO aHTHOMOTHKA, BKJTIOYEHHOTO. .

Pexomennyercs — IlpoBecTH cpaBHUTENBHBI aHAHA YPPEKTUBHOCTH JTEHKOLUTAPHOM ¥
IPUTPOTIUTAPHOHN TPAHCIIOPTHBIX CUCTEM

Hay4yHasl HOBU3HA -

lIpoBeaeno cpaBHeHue (hapMaKkOKHHETHKH ABYX OCHOBHBIX CHCTEM HAIPAaBIEHHOI'O TPAHCTOPTA
AHTHOMOTUKOB HA OCHOBE ayTOJIOTHYHBIX KIETOK KPOBH — JICHKOLIMTAPDHOM TPAHCIIOPTHOM CHCTEMBI W
CHCTCMBI HAlIPABJICHHOTO TPAHCIIOPTA HA OCHOBE IPHTPOLUTAPHLIX TEHEH, YCTAHOBIICHO [IPECUMYIICCTBO

ICUKOUHUTAPHON TPaHCIOPTHOM CHCTEMBI IO MapaMeTpaMm nepuoaa nomayBbIBeneHHS (T),) U mromanm
101 PapMaKOKHHETHUYECKOH KPHUBOI «KOHLICHTpauus-spems» (AUC).

30ech HEOOXOAMMO yKa3aTh, 9TO BIEPBBIE HA OCHOBE (PAPMaKOKMHETHUECKHX TapaMCTPOR
(IIEPEYHCIINTB) MTPOBEICH CPABHUTETBHBIN aHaIN3 3G ek THBHOCTH JIBYX CHCTEM

2. — 3 Beipaxenue -JlokazaHo BO3MOKHOCTE WM TTOTIOKEHHE 3BYYHUT HEYOC/TUTETBHO.

HeoOXomuMo wmcnosib30BaTe - Brepssie, CICHAIIPAB/ICHHO MOATBEPKIEHB]

0DOCHOBAHBI, HA (bapMaKaKMHETHYECKUX lTapaMeTpax BO3MOKHOCTH H [IPEINON0KCHHSL.
(OCHOBHBIE ITOJIOKECHHS

2 yHKT -OcobeHHOoCTIMU (hapMaAKOKUHETHKH HEPTPHAKCOHA MIPH BHYTPHBEHHOM RREICHUU R
COCTABEC SPUTPOLMUTAPHOH TPAHCIIOPTHOH CHCTEMBI MO0 B COCTaBe JICUKOIMTAPHON TPaHCIIOPTHOM
CHCTCMBL, TI0 CPABHCHHIO ¢ BHYTPHBEHHEIM BBEACHUEM CBOGOIHOTO AHTHOMOTHKA. SBIISHOTCS YBEITWYECHHE
HEPHOIA ITOJIYBBIBEACHHS! W KaXYIICTOCH 00BEMA PACIIPEICTICHHUS. CHIUKEHIE KOHCTAHTLI IUMHHALIHH H
KIIHpeHCa HePTPUAKCOHA.

HeT KOHKpPETHBIX 3HAYeHHWH, BO CKOJIBKO pa3? IlpudeM mnoKazaTelnd He JOKHBI ObITE
0000 MIAIOIIMMH, KOHKPETHO TPH KaXKIO# CHCTEME. IO pPE3yIbTaTaM UCCIICIOBaAHU,

3. Ilo dQapmakokuHeTHYECKNM MapamMeTpaM JICMKOIMTAapHAsd TPAHCIIOPTHAS CHCTEMA  JULs
AHTHOHOTUKOB MOJMKET CUYHUTATHCS OoJIee MEPCICKTHBHOU I10 CPABHEHMIO C 3PUTPOLUTAPHOH KIETOYHOI
TPAHCTIOPTHOH CHCTEMOH

[lepcriekTHBHOCTE  TpaHCIIOPTHOI (papmakoTepanuu OYeBMAHA. Mcclle1oBaHmSs TACCEPTAHTA
HAlIpaBJICHbI Ha ONpeJe/IcHUuS 3(PHEKTUBHOCTH YTUX CHCTCM. [losTOMY 371€CE HEOOXOUMMO OTMETUTE
YO PEKTHBHOCTE JICHKONMTAPHOH CHCTEMB [ICPEN SPUTPOLUTAPHONH. HeoOxouumo yOpark ¢1oBo MokeT

OBITH, © KOHKPETH3HPOBATH HA KAKUX OCHOBAHHSIX (TI0 pe3ybTaTaM paboTeI) CAETAHO ITO [OTOKEHC.
I IpakTHyeckas 3HAYUMOCTD:

., HAVYH(

[lapameTphl apmMakoKHHETHKH aHTHOMOTHKA, ACTIOHUPOBAHHOI'O B ayTOJOIMYHBIX KIETKAX KPORH.
YCTAHOBIICHHBIC B pabOTe, MOTYT SBIATHCS OPHEHTHPOM IIPH TPOBEICHUH KIMHMYECKHX WCCIIEIORAHHH
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ST JICHCHUS XUPYPTrHYecKoii
» METOIBI (CTIOCOOBI) Teparwy, TO3HPOBKH

CTaBJIEH HCTOpHel u HCCJICTOBAHUSIMH HAITpaBJICHHBIE HAa

[ 1aBa 2. Marepuans! u MCTOJIBI HCCITEJOBAHMS

MarepraramMn uccre1oBanms CITYKH) ;
fid JBC I'DYNTIBI — OCHOBHAS (C MO 1e)
Kaxnas rpynima
JICHKOIIUTAPHOIA.

B rnaBe He omucapmn ACHO/IB30BAHHBIE aBTOPOM  METOIb]

CUMHTHTDAQHYECKUE, PaIMOM30TONHLC € MCYEHBIM  HM30TOIIOM.

XpoMoTorpadus. MeTo bl HHTOJIOTHH, I'UCTOJIOTHH, MOPhOTOriHy | T.1I.

PEC U NOaYEepKHUBAIOT ITYOMHY W KayecTBO MCCJICIOBAHUH.

S BIICPBBIE, TIPH HW3VYEHUH (hapMakoKHHETHKH D

YO THOMHOTO 0yYara) u KOHTPOJIBHAS (3710
ACITHTCSL Ha BEC MOATPYIMIBEI —

ACCICI0BaRus- JTabopaTopHkle.
(IIyopecrieHL A, KHUJIKOCTHAS

AHCTIOP THBIX

JTaBe 2.2. He YKa3aHa CTemeqk YBEIIUUECHUS

CBTHYECKHE HCCe

ACAOBAHNS — HIET MOBTOpPeHME OMMCaHms METOIHKH

(PapMaKOKHHEeTHKH Y KOHTpO
Cocod  mMomemuposanms

ITbHOH I'PVIIIIE]

VPOBHEM
ITC. Her ITU(PPOBOH




‘ KA3SAXCKWUN HALUMOHATbHBIIA MEAWULUMHCKWIA
YHUBEPCUTET UMEHMU C.A.ACOEHAUSPOBA ”

C.)K. ACOPEHAUSPOB ATbIHIAFbI
KA3SAK ¥TTbIK MEAULMHA YHUBEPCUTETI

=T ASFENDIYAROV KAZAKH NATIONAL ”
\_ MEDICAL UNIVERSITY

oy i e s e SNCS——

YKa3zaHHbIE 3aMeyaHusg He UPHHIUITHATEHBI, HWMEKT [PEUMVIIECTBEHHO PEIAKITUOHHBIH

AdPaKTCp, HC KacaroTCsl CyIIECTBA WMCCICIOBAHHUS U He CHMDKAKOT OOWIEH I10JIOKUTENBHON OIeHKH
padoTHL.

HQEKIHH C TIOMOIIBIO KICTOUHEIX
» PE3YJIbTAaTBI KOTOPOT'O MOYKHO KBaJIH(DUITHPOBATE

AMBIX dKTYATBHEIX TPOOIEM XHPYPTHA.
AUCCepTallMOHHAss paboTa TOMHOCTBIO COOTBETCTBYET
HPCABSABIACMBIM K JINCCEPTALIUSIM, a JNHCCEPTAHT NOCTOeH IPUCYIK

(punocodhun (PhD), mo cniemmmansnocTy — «Memummnay 6D110100

TPeOOBAHMSIM,
JACHHS YHCHOH CTEHEHH JOKTOpA
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