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Ananus ocobeHHOCTEl BOSHUKHOBEHHS W PasBUTHS JMa-
6eTHUYeCKNX aHTMOTIaTHIi MOKa3bIBAET, YTO OCHOBY MX MaTO-
reHe3a COCTaBJIAIOT MPOLECChl FeHepaulu CBOGOAHOpaaH-
KaJlbHbIX WHTEPMEJHATOB BOCCTAHOBIEHUS MOJIEKYJISPHOTO
KHCJI0PO/1a, AKTHBALIMK NEPEKUCHOr0 OKMCIIEHHS JIMITUIOB 1
H3MEHEHHs AHTMOKCHIAHTHOTO cTaTyca kiieTok. MHuuunpo-
BaHME 3TUX MPOLECCOB MPOMCXOMUT 3a CHET MOOOUHBIX pe-
aKUMA MepeHoca dMIeKTPOHOB CO CBOGOAHOPAAMKAIBHBIX
(opM KodepMEHTOB Ha KHCIOPOA MPU aKTUBALMHM MeTabo-
JIMUECKHX PeaKLuii ¢ yuyacTHeM OKCHIOPeIyKTas, B YaCTHO-
cTH anbao3opeaykrassl (AP) — KkioueBoro depmenta cop-
6uronosoro mytu [1 —3].

[ToBbllleHHe aKTUBHOCTH AP MpUBOANT K MHTEHCUBHOMY
NpeBPaILEHHIO MIIOKO3bI B COPOUTON, €ro HAKOTLIEHHIO B CO-
CYIMCTOI CTEHKE C MOC/IeYIOIUM Pa3BUTHEM [ere¢HepaTUB-
HO-CKJIEPOTHUECKMX H3MEHEHMIi COCY/IOB, CIIE/ICTBUEM 4ero
SABJISIETCS BOSHUKHOBEHHE AMabeTHUeCKOH KaTapakThl, peTH-
Honatuu, Hedpo- u Heliponaruii [3]. UMetorcs nanHbie 0
TOM, YTO MHIMOMTOpbI AP MOTyT NpeaoTBpallaTh Mossie-
HHe BbllleyKa3aHHbIX OCIOXKHeHui [4, 5].

C yueToM CyUIECTBYIOIMX MPEACTABICHHIT O TOM, 4TO
AP orHocuTCs K MeMOpaHHO-CBA3aHHBIM (epMeHTaM U ee
AKTUBHOCTb OMNPEJENAETCs CTPYKTYPHO-(YHKLUHOHANBHBIM
cocrosiHeM OuomeMmOpaH, NpPEACTaBIAIOCH Lie1ecoobpas-
HbIM M3YUMTh POJib AHTHOKCHIAHTOB B KA4Y€CTBE MOTEHLIH-
abHBIX HHrUOUTOPOB AP. B cityyae NposBIeHHs aHTHOKCH-
JaHTaMM  BbICOKOH  MHTHOMpylollel  aKTHBHOCTH B
oTHouIeHHH AP oTKpbiBanach BO3MOXHOCTb CO3aHMA Ha
MX OCHOBE MEPCIEKTHBHbIX JIEKAPCTBEHHbIX IPENapaToB
JUist NPO(UIAKTHKH M TEPariH OCI0MKHEHHI caxapHOro a1a-
Gera.

B Hacrosiueii paGoTe npoBeaeHO HCClENOBAHHE LIECTH
AQHTHOKCHIAHTOB € Pa3lMYHbIMKH MEXaHU3MaMH JeHCTBUS.
D710 NpOM3BOAHBIE 3-OKCUMUPHUANHA MEKCHION U IMOKCH-
MH1H, OCYILECTB/AIOIME CBOU 3alUTHbIE AHTHOKCHAAHTHBIE
CBOMCTBA 3a CUET B3AUMOJICHCTBUS C CMHIJIEHTHBIM KHCIIO-
POIOM; AMINENTHA KAPHO3UH, A€3aKTUBUPYIOLIHMIA NEPOKCH-
JIbl IMTTUIOB; IPOCTPAHCTBEHHO-3aTPyAHEHHbIE heHOIBI (e-
HO3aH M aH(eH, CBA3BIBAIOIIME NEPOKCHIAHBIE PagUKabl;
HUTPOKCHIIbHBIH cBOGOAHBINH paaukan TEMPO — nepe-
XBAaTUMK pajukanos Tuna R'.

3KcnepuMe'Hma/thwl yacmeo

Boinenenne AP npoBoauiu U3 XpyCTanuKOB Iy1a3 Kpyn-
HOro poratoro ckota no meroay [7].

XpyCTﬂJ]PIKM rOMOr€HU3UpOBaJIM HA MEXaHUYECKOM Tro-
MoreHu3arope B TedeHue 3 MUH B 10-kpaTHOM o6beme Xo-
JIOJHOM JMCTUIIMPOBAHHON BOAbI. I'oMoreHar ueHTpudy-
ruposanu npu 46000 G B Teuenne 30 muH. Hagocanounyio
XKHJIKOCTB, Coiepxallyio AP, 3aMOpauBaiH B KHIKOM a30-
Te JUIs NOC/IEYIOUINX IKCIEPUMEHTOB.

Onpenenenne aktuBHocTH AP npoBoaunu cnekrpodoro-
METPHYECKHM METO/IOM, OCHOBAHHBIM Ha KOJIMYECTBEHHOH
perucTpauMu rnoryiomenus cpeta npu 340 HM BOCCTaHOB-
JIeHHBIMK  (POPMaMH  HUKOTHHAMM/I-aIeHHH-IMHY KJIEOTH/I-

docpara (HAJID-H), yuactsyrowero B epMEHTaTHBHOIM
peaKLmm.

PeakunoHHas cMech Ul Onpesie/ieHust aKTHBHOCTH AP
cocrostna u3 1,1 mn 0,067 MM docdatnoro Gydepa (pH
6,2), 0,5mn 0,04 M cynbdara aurus; 0,2ma 5-1074M
DL-rauuepanbaeruaa. O6uwmit 06bemM npobsl 3 mi.

Hccnenyemble GMOaHTHOKCHIAHTBI B PasiMUHbIX KOH-
HeHTpauuax nobasiusanyu k 1 mi npenapara AP, nnky6upopa-
JI1 B TepMocTarte B Teuenue 15 mun npu 37 °C, nepeHocHnn
B KIOBETY, COJEPXKAlllyl0 BCe KOMIOHEHTBI ajbJ030peyK-
Ta3Hoi peakuuu, kpome HAJI®D-H, nobapneHneM KoToporo
HauMHaJIN peaKLuio.

[Tpy M3y4YeHNH KUHETUYECKUX XapAKTEPHUCTHK TOPMOMKe-
HUA (hepMEHTATHBHOM peakuuu BapbHPOBAM KOHLIEHTpa-
uuio D,L-rinuepansieruia B npenenax 10°4=5-10"5M;
KOHLIEHTpAlMs aHTHOKCHIAHTOB NPH 5TOM COCTaBJsIa 2,5 X
x 1074 M.

IMonyueHHble pesyibTaThl 0OpabarThiBald M0 METOLY
Jlaitnyusepa — Bepka [8].

O6parumoctb 3 dekTa TOPMOKEHNS ONpPEENsIH MyTeM
aHanu3a npo6 nocie MX Auanusa B TedeHue 24 4 npu 5 °C
npotus 1000-kpatHoro u36eitka 6 - 10~7 M docdarroro
6ydepa (pH 6,2).

C KaxabiM HcCleyeMbIM BELIECTBOM ObLIO MPOBEAEHO
5 — 6 BKCMEPHMEHTOB.

Pesynvmamer u ux obcyoucoenue

Kax BuaHO u3 taba. 1, u3yueHHble aHTHOKCHAAHTBI 061a-
JIAI0T Pa3IMuHOi MHrMOMPYIOLIEH aKTHBHOCTBIO MO OTHO-
wenuio K AP, npuueM HanGosnbluee HHrHOMpPoOBaHNE HabMIO-
JIaeTCA NPH HMCMOJb30BAHMM AHTHOKCHIAHTOB C BbICOKOM
pacTBOPUMOCTbIO B BOJe (KapHO3UH, 3MokcunuH, TEMPO).
HarpoTuB, tunoduibHble NPOCTPAHCTBEHHO-3aTPy AHEHHbIE
¢eHonbl OKasanuck MeHee 3((eKTHBHBIMM HHrUOUTOpaMK
AP. B cBsi3M € 3TUM clielyeT YNOMSAHYTh U3BECTHbIE IJAaHHbBIE
00 MHru6UpoOBaHMHM AaKTUBHOCTH AP M3 XpycTanuka rias Bo-

Ta6nuua 1

Bausinue PA3JIHYHbLIX AHTHOKCHAAHTOB HA AKTHBHOCTDb aJIbA0-
30PeAYKTa3bI

Crentenb TopMoetns aktusHOCTH AP (%) NpH KOHUCHTPALIH;

Coemmnenne

10°°M 107°M  5.10°M 1-107'M 5-107*'M
Kapuosun 20+2% 36+4* 39+4* 43+4% 70+7*
OMoxcu- 10+ 1* 29+3* 39+£3% 47+5% 57+6*

IMH

TEMPO A 10£2% 25+4* 56+6* 65+6*
Mexkcunon - - 15+2% 45+ 3*
Anuden - - 20+£2%  37+4* 42+ 5*
denosan - - . 5+£0,5 101
v P<005.

Orcyrersue s¢pekra.





[image: image2.jpg]4 =3, =2 w0

——
3 4
1/8
BisiHue OMOKCHIIMHA M KAPHO3MHA HA 3aBUCHMOCTH CKOPOCTH
(epmenTatusHoi peakuun [V], nmons NADPH/mr Genka - MuH,
OT KOHUEHTpaLwy cyberpara [S], MM: / — 6e3 uHruburopos; 2 —
B NIPUCYTCTBUM IMOKCHIMHA; 3 — B NPUCYTCTBUH KAPHO3HHA.

A0pacTBOPUMBIMU MonupeHoNaMl U3 Kiacca (IaBoOHOM-
108 [9].

TIpu HccnenoBaHUM KMHETHKM MHTMGMPYIOWIEro JeHcT-
BHA SMOKCHIIMHA U KapHO3WHA MO OTHOLIEHMIO k AP ycra-
HOBJICHO, YTO MHTHOMpOBaHWE AP HOCHT HEKOHKYpPEHTHBIH
Xapakrtep /Ui 060X aHTHOKCHAAHTOB (CM. PUCYHOK). Pac-
€T KOHCTAHT MHIHOMpOBaHMs MaeT Giu3kue 3HaueHus K
2,3-10-*M ans kapHosuna u 3,4 - 104 M 15 SMOKCHITH-
Ha. DTH BENHYMHBI I0CTATOYHO BENHMKHU M MPEBBIIAIOT OII-
THMA/IbHBIC JUIA JIEKAPCTBEHHBIX MPENapaToB KOHLEHTpa-
UMM, YTO MOXKET CBHIETEIBCTBOBATh O HecreLudUuecKoM
MM ONOCPEJIOBAHHOM BIIMSIHMM W3y4Y€HHBIX aHTHOKCHAAH-
TOB Ha yHKuHIO AP.

Kak BUHO U3 Tabi1. 2, IMOKCHITMH OTHOCHTCA K 4acTHy-
HO HeoOpaTHMbIM WHruGUTOpam (yHKuMH AP, Toraa kak
3¢ ek KapHO3MHA 06PaTHM MOTHOCTHIO.

Takum 06pa3oMm, 0JTydeHHbIE Pe3yNbTaThl CBHIETENCT-
BYIOT O TOM, Y4TO GOJILIIMHCTBO H3BECTHBIX AHTHOKCHIAHTOB

Tabnuna 2

HccnenoBanne 06paTHMOCTH AeHCTBHA IMOKCHNIMHA H KAPHO-
3HHA HA q;ymcumo AbA030peAyKTA3bI

Crenens Topmorkenns axtusroctn AP, %

Coemuenue Konuentpauns, M
210 AHanuia nocne auanusa
DMOKCHIMH 251074 5746 25+4
Kapnosun 2,5-1074 65+7 0

ABJIAOTCS MHrHOUTOpamu AP. [Tpy 3TOM MoseKyIspHble Me-
XaHM3MBbI MX IeHCTBHS MOTYT GBITh CBA3aHBI KaK C y4acTHEM
KopepMenTa AP B OGOUHBIX peakLsX MepeHoca HeKTpo-
HOB C MX CBOOO/IHOpaMKANbHBIX (POPM HA KHCIOPOJ, TaK U
C U3MEHEHHEM paJIMKaIbHOTO cTaryca Genka.

JUTEPATYPA




