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Annomayus:

IIpoBeneHo uccienoBaHue MO0 U3YYEHUIO aHTUOKCUIAHTHBIX CBOMCTB BIIEPBBIC
CHUHTE3UPOBAHHBIX MTPOU3BOAHBIX 3-METUJIKCAHTUHA B YCIOBUAX SKCIIEPUMEHTAIBHON
TUIIEPIUNUAEMAN Y KPBIC. Pe3ynbTaThl MPOBENEHHOIO KOMITBFOTEPHOTO
MIPOrHO3MPOBAHUS TPOSBICHUM BO3MOKHBIX BUI0B OMOJIOTMUECKOM aKTUBHOCTH
YKa3bIBAIOT, YTO OOJIBIIMHCTBO aHATM3UPYEMBIX COSAMHEHUI CTIOCOOHO BIIUATH Ha
pa3Hble CTOPOHBI OOMEHa JTUTUO0B. M3yueHbl MapKephl BIUSHUS HA aKTUBHOCTh
MPOLECCOB JIUIIONEPOKCUIAIINU U KOMIUIEKCHOW aHTUOKCUAAHTHOW aKTUBHOCTH IIPU
BBE/ICHUU MTPOU3BOJIHBIX 3-METUIKCAHTUHA. DTOT CKPUHUHT MO3BOJIUI OMPEAETUTh
HEKOTOPbIE 3aKOHOMEPHOCTH MEXK]1Y CTPYKTYPOU COCIMHEHHI U HANPABICHHOCTHIO U
BBIPAKECHHOCTBIO N3MEHEHNU AHTUOKCUJIAHTHBIX CBOMCTB KPOBHU ONBITHBIX
XKUBOTHBIX. Kpome Toro, moaTBep:kaeHa COOTBETCTBYIOIIMMU ATEHTAMU U
MH()OPMAIIMOHHBIMU JINCTAMU MEPCIIEKTUBHOCTh JATBHEHIINX (PapMaKOIOTHUECKUX
ucciaenoBaHuii 9pPEeKTOB CUHTETUYECKUX aHAIOTOB KCAHTHHA.

Knrouesvie cnoea: aHTHOKCUIAHTHBIE CBOMCTBA, MTPOU3BOJAHBIC 3-METUIIKCAHTHUHA,
JIATIONIEPOKCUIAINS, SKCIIEPUMEHTAIIbHAS TUTIEPIIUITUIEMHUSL.

Eng.:Investigation of the activity some §-aminoderivatives of 3-methy!-
7-B-hydroxi-y-isopropoxipropylxanthines at the experimental hyperlipidemia.
Ostapenko A. A., Belay I. M., Romanenko N. I.

Abstract:

We made research in analysis of the antioxidant features of the newly synthesized
derivatives of 3-methylxanthine in experimental hyperlipemia in rats. The results of
the computer prediction of the possible manifestations of the biological activities
indicate that the majority of the analyzed compounds can influence on the different
sides of lipid metabolism. Markers of the influence on the activity of lipid
peroxidation and the complex antioxidant activity during administration of
derivatives 3-methylxanthine were studied.

This screening has allowed to identify some patterns of connections between the
structure and the direction and severity of changes in the antioxidant properties of the
blood of experimental animals. In addition, prospect of further pharmacological
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studies of the effects of synthetic analogs of xanthine are confirmed by appropriate
patents and informational letters.

Keywords: antioxidant properties, derivatives of 3-methylxanthine, lipid
peroxidation, experimental hyperlipidemia.

BBenenne

HawnbGomnee gacToii MpUYHHON CEPIEUHO-COCYAUCTHIX 3a00JICBAHUM, SIBIISTFOIITXCS
OJTHOM M3 OCHOBHBIX MPUYWH WHBATUIU3AINHA U CMEPTHOCTH PabOTOCIIOCOOHOTO
HACEJIEHUS, SIBIIIETCS aTepoCcKiIepos [3].

W3 naHHBIX TUTEPATYPHI U3BECTHO, YTO MPOU3BOAHBIC KCAHTHHA 00JIaIal0T
nepudepuuecKkuM Ba3OUIaTOPHBIM, AHTHATPETAHTHBIM,
KapIMOHEUPOMPOTEKTOPHBIM, THIIOJTUIIUEMUUECKUM JiecTBUEM [6]. MexaHu3m ux
CBsI3aH ¢ uHruoupoBanuem uzodepmeHToB 3',5'-pochonmscrepasst PDE; — PDEs
IIPU aKTUBAUMU A - U A3-aIEHO3MHOBBIX PELENTOPOB. Takue CBOMCTBA yxkKe
WCIIONB3YIOT JJIsl CO3JaHUsl JIEKAPCTBEHHBIX CPEJICTB C KOMILJIEKCHBIM
AHTUHUIIEMUYECKUM U IIUTONPOTEKTOPHBIM JCHCTBUEM, YTO MOXKET HAUTH
MPUMEHEHUE B TATOTC€HETUYECKON TepaIiy UIIEMUYECKON OOJIe3HH ceplia,
1epedpaibHOM aTepOCKIEPO3€e, OCIOKHEHUSX TUIIEPTOHNYECKOM 00JIe3HHU.
OXugaeMbIM MEXaHU3MOM JICUCTBUS SIBJISIETCSA OrpaHUYEHUE IEPBUYHOTO ovara
MOBPEXAEHUS U MPEYNPEKICHUE BTOPUUHON aJIbTepalii IPU UILIEMUYECKH-
noctpenepdy3uoHHbIX (PeHOMEHaX:

1) penomen «no-reflow» («HEBOCCTAaHOBIEHHOTI'O KPOBOTOKA») C aKTUBAILIUEHN
Ca*'-riryTaMaTHOro Kackazia Ipy UIIEMHYECKOM MHCYIBTE;

2) ¢enomenax bpayHBayibaa («OTIYIIEHHBIH MUOKAP.»), «TUOESPHUPYIOIIETO WIIH
CISIIIIEr0 MUOKapaa», Warm-up («pa3MHHKHK») MPU UIIEMUYECKOM 00JIE3HU Cepla.
B nmarorenese 3THX Mpo1ecCOB pemiaronas poib IPUHAIICKUT 00pa30BaAHUIO

TeHEPATOPOB CBOOOIHBIX PAUKAIIOB — aKTUBHBIX ()OPM KHCIOpoa (CYIepOKCHI-
paauKai, Mepekuch BOJIOPOa, CHHIIIETHBIN KUCIOPO/I U THAPOKCUI-PAIUKAI), a30Ta
(oxcun azora (II), nepOKCUHUTPUT-pAANKAT, HUITPO30OHUH-KAaTHOH) U yIiiepoia
(okcup yraepona (II), koTopble MTHULIMUPYIOT KACKaJ peakluii OKCUAATUBHOIO
ctpecca: peakuun @entona, ['abepa-Beticca, Xamnusenna-Ocunona [2]. s
TOPMOKEHUS TUIIEPOKCUIAIINK UCTIONIB3YIOT CHHTETHYECKUE Mpenaparsl (IUOYHOI,
AMOKCHIIUH U MEKCHUI0J) U TIPUPOIHBIC aHTUOKCUIAAHTHI (YOUXUHOH, aCKOpOaThl),
SIBJISTIOLLIUECS <JTOBYIIIKaMU» CBOOOIHBIX pajnukaios [1, 5]. Hamu Obuto caenaHo
MIPEATNOJIOKEHNE O HATMIMU aHTUOKCUAAHTHON akTUBHOCTH (AOA) cpenu
(bapMaKoIOrH4ecky MEePCHeKTUBHBIX CUHTETUYECKUX MMPOU3BOAHBIX KCAHTHUHA.

B nocnennee BpeMs cyliecTBEHHas Pojib B IPOrPECCUPOBAHUN aTEPOreHe3a
OTBOJIUTCS MOBBIIICHUIO aKTUBHOCTHU TIepeKUCcHOro okucienus aunuaos (I1OJI) [4].
[Toromy u3yuenue AOA mpou3BOJHBIX KCAHTHHA SIBISETCS IEPCIIEKTUBHBIM HE
TOJIBKO B TJIAHE TTOMCKA COSAMHEHH I C IIUTOMPOTEKTOPHBIM M META0OTUTOTPOITHBIM
JECTBUEM, HO U B UCCIIEOBAHUH 3aBUCUMOCTU B CUCTEME «CTPYKTYpa—3(pheKT.

Iocmanoeka 3a0auu
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[{enpro HACTOAMIErO UCCIEIOBAHUS IBUIOCH U3YYEHUE BIIMSHUSA Ha aKTUBHOCTD
IIPOLIECCOB JIUITONIEPOKCUIALNY U KOMIIJIEKCHOM aHTUOKCUIAHTHOW aKTUBHOCTH B
paKkypce MOTEHIHAIBHOTO aHTUATEPOCKIEPOTUUECKOTO IEUCTBUS HEKOTOPBIX
BIIEPBbIE CUHTE3UPOBAHHBIX 8-aMUHO3aMEIIEHHBIX IIPOU3BOIHBIX 3-METUIIKCAHTHHA,
MPEICTABICHHBIX (POPMYIION HUXKE:

O /OH \
)K Nmoﬁ
J )~

rae R — ankunamMuno-, apunaMuno-, 4-R’-nunepazunmn-1

MarepuaJ 1 MeTObI HCCJIeI0BAHUS

B xauecTBe npenapaTtoB cpaBHEHUS UCIOJb30BAIUCH MIUPOKO MPUMEHSIOIINECS B
JedeOHOM PAKTUKE aHTUATEPOCKICPOTHIECKUE TIPEeTapaThl: YSMOKCHUIIAH U Ol
ToKo(epo.

[IpenBapuTenbHO NPOBOAWIOCH TPOTHO3UPOBAHUE OMOIOTHYECKOr0 ACHCTBUSA
MIPOU3BOJIHBIX 3-METWIKCAHTHHA. XUMUYECKasi CTPYKTYypa COEIMHEHUN BBOJAWINCH C
MOMOIIBIO Java amnrmJiera caifTa MporHo3a crnekTpa OMoJI0rn4ecKoi akTHBHOCTH
Prediction of Activity Spectra for Substances (PASS)

N3 pe3ynbTaToB KOMIBIOTEPHOTO TPOrHO3a OBLIN U3BATHI TAHHBIE TEX BEIECTB,
MPOSIBIICHUS] OMOJIOTMUECKON aKTUBHOCTH KOTOPBIX MpeacTaBisiiu menee 70 % (Pa >
0,700). JIommoJHUTETHHO MPOBOAMIICS MOUCK MOJIEKYJI, KOTOPbIE BIUSIOT HA 0OMEH
JUNUAO0B ¢ 1ocToBepHOCTHIO BhilIe 30 % (Pa > 0,300). Pe3ynpTaThl mpoBEAEHHOTO
KOMITBIOTEPHOT'O IPOTHO3UPOBAHUS MPOSIBJICHUI BO3MOKHBIX BUOB OMOIOTHIECKOM
AKTUBHOCTHU YKa3bIBAIOT, YTO OOJBIIMHCTBO AHATM3UPYEMBIX COETMHEHHUI CIIOCOOHO
BJIMATH Ha Pa3Hble CTOPOHBI OOMEHA JTUTTUIOB.

HccnenoBanus npoBOAWINCH HAa Kpbicax Maccoil 260-280r. DkcnepuMeHTalIbHAs
TUNIEPJIMITUAEMUS BOCTIPOU3BOAMIACK ITyTEM HHTPAracTpajibHOTO BBEACHUS
TUTIEPIUTTUAEMOT€HHON CMECH (XOJIECTEPOIT C APTrOKaIbIIU(EPOIOM B MACISTHOM
pacTBope: xoisiectepoil B 03¢ 40 MI/KT B MOJICOJTHEUHOM MacJje U 3proKalbL(epont
B 103e 350 000 E/I/kr) B3pocibiM kpeicam-camiiaM. Mccnemyembie BemecTBa
BBOJIMJIUCH B BUJIE BOJJHOM CyCIIEH3UU TeM ke myteM [6, 10]. B kauecTBe KOHTpOJIs
MCIIOIb30BaAIACh JUCTUIUITMPOBAHHAS BOJIA, STAJIOHHBIMU TMIpenapaTaMu ObLIN
BBIOPAHBI IMOKCUTIUH U 0.-TOKO(EPOJI, KOTOPhIE BBOAWIKNCH MEPOPATHHO ABAXKIBI B
CYTKH B CJIEIYIOUIUX J103ax: a-Tokodepon 10 mr/kr; saMmokcunuH- 50 Mr/kr.

['unepmunuaemuio BocuponsBoaniu B Tedenne S5 cytok [ 10]. Ha 6 nenp
HKCIIEPUMEHTA KUBOTHBIX HAPKOTHU3UPOBAIH TUITUIOBBIM 3(DUPOM, POU3BOIUIH
3a00p KpoBU U3 a0pThl. COCTOSTHUE MPOLIECCOB MEPEKUCHOTO OKUCIECHUS JTUIUI0B
(ITOJI) ouleHMBaNOCH MyTEM OMPEAEICHUS B CBIBOPOTKE KPOBU KPBIC YPOBHS
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IIPOMEKYTOUYHBIX MTPOYKTOB: epBUUYHBIX MpoaykToB [1OJI (nuenossie (1K),
tpueHoBbie KoHbIOraThl (TK)) [3] u koneunoro nepuBatoB [1OJ] — akTUBHBIX
npoaykToB TuoOapoutypoBoit kucnotel — (TBK-AII) [5]. CocTosinue
AHTHOKCHJIAHTHBIX CUCTEM OLIEHMBAJIOCh MO Co/iepKaHue a-Tokodepoia [5], a Takxke
1Mo akTUBHOCTH TiryratuoHnepokcuaassl (I'TI)[9] u rmoratnonpenykrassl (I'P)[9].
Omnpenensin o0y epokcHuIa3Hy akTuBHOCTH KpoBH (ITAK) mo metony A.B.
ITonoBa, akTuBHOCTH KaTanasbl — 10 M.A. Kopoitoky u CynepoKCUIUCMYyTa3bl
(COA) [5].

OObeKkTaMu UCCIIETOBaHUS SIBISUTUCH CBIBOPOTKA KPOBH U TKaHU AOPThI, KOTOPHIE
3a0Upanuch y HAPKOTU3UPOBAHHBIX JUATUIIOBBIM HAPKO30M KMBOTHBIX Ha 5-€ CyTKHU
AKCIIEPUMEHTA.

Pe3ynbTaThl CpaBHUBAIINA C AaHAJTIOTUYHBIMU JIJI1 HHTAKTHBIX KPBIC KOHTPOJIS U
ATAJIOHHBIX MPENapaToB, ONPEAEISUIN IOCTOBEPHOCTh C YUETOM t-KPUTEPHS
CreroneHra.

Pe3ybTaThl HccJIe0BAHUS M UX 00CyXK/IeHHE

Hamu BBISIBIIEHO, UTO U3Y4YEHHBIE TPOU3BOIHBIE KCAHTHHA PA3JIMYHBIM 00pa3omM
BJIMSIIOT HA COCTOSIHHME IPOLIECCOB JIMITONEPOKCUAALMN U AHTHOKCUIAHTHON CUCTEMBI
opraHusma. §8-IMajJKUIaMUHONPOU3BOIHBIE CHUKAIOT COJIEPKAHUE KaK EPBUYHBIX,
Tak 1 BTopuuHbIX NpoaykToB [1OJI. CoenuHeHus ¢ pa3BeTBICHHBIMU aJIKUJIbHBIMU
paarKazaMu OKa3bIBaIOT TMIIEPOKCUIAHTHBIN 3 dexT. HenachlleHHble anKuibHbIe
MIPOU3BO/IHBIE HE OKA3bIBAIOT AHTUOKCUJIAHTHOM aKTUBHOCTH. Takue OCUMIUISLINY, 110
HallleMy MHEHHIO, 3aBUCHUT OT PaJuKalia B 8-MOJI0KEHUHU MOJIEKYJIbl KCAHTHUHA, YTO
OIpEAEIIIeT HAPABIEHHOCTh U BBIPaKEHHOCTh U3y4aeMOro OMOJIOrH4eCKOro
s¢dexra. BeisiBieHsl 8-apuiauaeHr HAPa3HHONPON3BOAHBIE KOTOPBIE IO NTOKA3aTeNsIM
KOMIIJIEKCHOW aHTUOKCUJAHTHOW aKTUBHOCTH CPaBHUMBI C AaHAJIOTMYHBIMU
ATAJIOHHBIMH MpPENapaTaMu, U 3TO ONPEIEISIET NEPCIEKTUBHOCTh JAIbHEUILIErO
MIOMCKA COCIMHEHUM C aHTUOKCUJAAHTHON aKTUBHOCTBIO CPEJIA MPOU3BOAHBIX
KCAHTHHA C PacCIIMPEHUEM 0a3bl UCCIENYEMBIX CYOCTAHIIMIA.

bbutn mosydeHsl ciaenyrouie pe3ynbTarthl, peicTaBiIeHHbIe B Tabaumax 1-3.
KoMIIeKkCHY0 aHTUOKCHIAHTHYIO aKTUBHOCTbH psiia 8-N-alKuiIaMUHO3aMeIeHHbIX
3-MeTuiI-7-y-TuIPOKCU-U30ITPOIIOKCUITPONMIKCAHTUHA TPUBEAEHO B Tabmuue 1.

Tabnuya 1 - Codepoicanue nokazamenell « ahMUOKCUOAHMHO20 3ePKANa» U Ux
usmeneHue (8 %) 6 colgopomre Kpogu Kpvic npu eeedenuu 8-[4-arxkun-(-apun)-
nunepazunu-1J-7-p-eudporcu-y-uzonponunoxcunponu-3-
MEMUIKCAHMUHO8 OMHOCUMENbHO KOHMPOAbHUX 3Hadenuu (M+m)

Ne TBK - AIl TK TIK
B- | Pagmkamn, R
Ba MKMOJI/TT % MM % MM %
I |H 6,68+0,356 | —30,49" 0,473+0,061 ~15,5" 10,41+0,276 -23,8"
II | CHs 5,150,272 | —46,41" 0,500+0,0091 -10,7" 11,34+0,277 -17,0"
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III | CoHs 6,56+0,375 | —31,74" 0,472+0,0060 ~15,7" 12,42+0,198 -9,1"
—(CH2)s—

IV | CH; 2.81+0,277 | —70,76" 0,382+0,0081 -31,8" 8,05+0,234 —41,1"

KouTpois (n=8) 9,61+0,286 100 0,560+0,007 100 13,67+0,267 100

No

5 | Paxuan, R I'P a - Tokoepon

Ba MKM/4 % MM %

I |H 16,6+3,32 23 4,54+0,071 178,5

II | CH; 29,9+4.69 121,5 1,54+0,083 -5,5

I | CoHs 18,5+5,16 37,01 2,09+0,127 282
—(CHy)—

IV | CH; 51,4+4.,49 280,7 4,83+0,097 196,3

KoHTpois (n=8) 13,5+2,85 100 1,63+0,07 100

Ne I Bl

B- | Pamukan, R

Ba MKMOJ/(MuH KT) | % MM/Kr %

I |H 0,314+0,036 281" 4,56+0,11 9,6

II | CH3 0,376+0,022 53,4" 5,124+0,009 23,0°

III | C>Hs 0,344+0,005 404" 4,72+0,006 13,4
—(CH2)s—

IV | CH; 0,426+0,007 73,9° 6,24+0,0081 50,0°

KouTpois (n=8) 0,245+0,006 100 4,16+0,037 100

No COxa KT

B- | Pammkan, R

Ba y.e./n % MKKAT/JI %

I |H 1,56+0,016 23,8" 0,17+0,001 —24.0"

I1 | CH3 2,15+0,022 70,6" 0,15+0,0011 ~28.6"

I | C,Hs 1,84+0,035 46,0" 0,14+0,0060 ~333"
—(CHy)s—

IV | CH;3 1,91+0,027 51,6" 0,13+0,0081 ~38,0"

KoHTpoms (n=8) 1,26+0,003 100 0,21+0,002 100

[IpuMeuanue: — pe3yabTaThl JocToBepHBI (p<0,05)

AXTHUBHOCTb IMpOoHcCCOB JIMITOIICPOKCHU AN U KOMILJICKCHOU aHTHOKCI/II[aHTHOﬁ

aKTUBHOCTHU §-N-aJKOKCUIPONUIAMUHO-7-B-TruapOoKCcH-Y-(I-XJI0p(PEHOKCH )TPOIUII-

3-METWJIKCAaHTUHOB IIPUBEICHO B Ta0OIHUIIE 2.

Tabauya 2 — HM3zmenenue cooepaicanusi nokazameneti < IUNUOHO20 3epKalay 8
CbIBOPOMKE KpOosU KpbiC npu 8edenuu 8-N-anunamunosameujennozo u 8-N,N-
OUMEMUNAMUHOZAMEUEHHO20 3-MemUl-7-Y-2UOPOKCU-U30NPONOKCUNPONUIKCAHMUHA
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PanuKaibl, TBK — ATl TK JIK
Ne B-Ba Rita R: MKMOJI/JT % MMOJIb % MMOJIb %
Vv Ri, R;=CH3 4,12+0,424 -57,13" | 0,381+0,0064 | —32,0 9.40+0,332 -31,23
Ri=H,
R>= CH>- 2,36+£0,0291 | —75,44" | 0,313+0,0086 | —44.1° 7,12+0,296 -48,03
VI CH=CHa;
KonTpons (n=8) 9,61+0,286 100 0,560+0,0070 100 13,67+0,267 100
Pamukans,, Ry | LP o - Toko(hepo
Ne B-Ba Ta R MKM/4 % MM %
\Y4 Ri, Ro= CHj 29,9+4,69 121,5 4,89+0,095 +200
Ri=H,
R,= CH,- 38,2+4,96 183 5,38+0,110 +230
VI CH=CH»
KonTpons (n=8) 13,5+2,85 100 1,63+0,07 100
I'TI BI'
Pagukaner, R1 | MkMous/(MuH*
NoB-Ba | TaR> KT) % MMOJIb/KT %
\V4 Ri, R,=CH; 0,387+0,024 58,00° 6,86+0,006 65,0°
Ri=H,
R>= CHb»- 0,364+0,029 48,60 6,54+0,008 57,2°
VI CH=CH;
KonTposs (n=8) 0,245+0,006 100 4,16+0,037 100
Pammnkansl, R COA KT
NeB-Ba | TaR» y.e./n % MKKaT/JT %
\% R, R»= CHjs 1,920,024 52,4" 0,130,006 -38,0°
Ri=H,
R>= CH>- 1,76+0,0029 35,0 0,14+0,0086 -33,3"
VI CH=CH;
KonTposs (n=8) 1,260,003 100 0,21+0,002 100

[Ipumeuanue: ~ — pe3yabTarhl JocToBepHbIE (p<0,05)

AXTHUBHOCTH IMponcCCOB JIMITOIICPOKCHU AN 1 KOMINUICKCHAA aHTUOKCHAAHTHAA
AKTUBHOCTDH 3TAJIOHHBIX IIPCIIAPATOB IIPUBCIACHLI B Ta6J'II/IIle 3.

Ta6/lm;a 3 — M3menenus nokazameiell « AHMUOKCUOAHMHO20 3ePKAa» Cbl6OPOMKU
Kpoeu KpbslC npu 86€0eHUU DMATOHHBIX npenapamaoe

Jloza nmst
DTaJOoHHBIN Mpenapar JKUBOTHBIX, TBK - AIl TK K
MI/KT
OMOKCHUIINH 50 +87,35" —69,0" 64,6
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0. — TOKo(epora areTar 10 +77 ,44% -31,4" —45,3"
KonTpons (n=8) — 100,0 100,0 100,0
I'T1 BI' COJL
DMOKCHUIHH 50 60,25° 74,27 69,2"
o — Toko(eposia alerar 10 47 45% 422" 40,3
KonTpons (n=8) - 100,0 100,0 100,0
I'P o — TOKo(epos KT
OMOKCHUIINH 50 +490,3 +235,6 -57,1%*
0. — ToKoepora areTar 10 +343.0° +327,6° —47,6%
KonTponb - 100,0 100,0 100,0

[Ipumeyanue: ‘- pe3ynbTaThl JOCTOBEPHEI (p<0,05)

Ha ocHoBaHMM MOy4EHHBIX HAMU JaHHBIX MOXKHO TIPEATIONOKUTh
CIEAYIOIIEE:

1) kak BUAHO U3 TAOIMIEI, Tae peactaBieHa AOA 8-MoHO - U 8-
TUATKWIAMUHO-, 8-THUIPOKCHAIKUIAMUHOIIPOU3BOIHBIX,:

a) IpH YJUIMHEHUH AJIKWIBHOTO pajukaiia otMeuaercs cHmkenne AOA;

0) COeTMHEHMS C Pa3BETBICHHBIMHU AJKWIBHBIMHU PaIMKajIaMU, B TOM YUCTIE U
M30aMWIbHBIN panukai, oonanatoT MeHbied AOA 1o CpaBHEHUIO C
HEPAa3BETBJICHHBIMU aHAJIOTAMH WJIM MPOOKCUJAHTHBIM JEHCTBUEM;

B) HEHACBHIIIICHHbBIC AJIKWJIBHBIC PAIUKaIbl U OKCHAIKUI3aMEIIeHHbIE Cpeau 8-
aMUHOITPOM3BOIHBIX AAIOT onpeacieHHoe nopeimeHne AOA B 0071acTH HU3KUX
KOHIICHTPAIIMH 1O CPAaBHEHUIO C TAKOBBIMH 8-MOHOAJIKWI3aMEIICHHBIMU;

) cpeau 8-AUaNKUIaMUHONPOU3BOAHBIX AOA MOBBIIIAETCS 110 CPABHEHUIO C 8-
MOHOAJIKUIAMUHOTIPOU3BOAHBIMU;

2) KaK BUJHO U3 TaOaullbl, T11e npeacraBieHa AOA reTepolukiInyeckux 8-
aMHHO3aMeNIeHHbIX, X AOA MpEeBBIIAET TAKOBYIO aJKWIHHBIX aHAJIOTOB, HO
Heckoybko HIkEe AOA 8-apunuieHruapaznHo3aMmenieHHbIX. C yBeInueHueM
pa3MepoB pajivkaia B 4-oM MOJ0KEHUU OCTaTKa MUIepa3rHa OTMEYaeTCs
yMeHblenne AOA;

3) KaK BUAHO U3 TaOIUIIBI, TJI€ IPEACTaBIEHA aKTUBHOCTh MPOIIECCOB
nunonepokcugann 1 AOA 8-apuianaeHIuapa3uHONPOU3BOIHBIX, NX aKTUBHOCTD
HauOoJiee BHICOKAas B M3YYEHHBIX psiax 7,8-Au3aMeIleHHbIX KcaHTuHa. Hamno
OTMETUTh, YTO C BBEJICHUEM JICKTPOHAKIIENITOPHOTO 3aMECTUTENS B Mapa-
MOJIOXKEHHE OCH30JIbHOTO KOJIbIIA 8-apyiIuAeHT UAPA3UHOIIPON3BOIHBIX OTMEYAeTCs
yBennueHne AOA. Ho pacnosioxeHHbIe PSAOM napa- U MeTa-3aMECTUTEIN
CIIOCOOCTBYIOT JOCTOBEpHOMY CHUKEHUI0O AOA.

[TocnenHUM 3BE€HOM 3aIMUTHI KJIIETOK OT IEPEOKUCIIEHUS SIBJISIETCA
TIIyTaTUOHOBAs aHTUOKCHIAHTHAS CUCTEMa, KOTOPYIO 00Pa3yIoT TIIYyTaTHOH U
(hepMEeHTHI — TIIyTaTHOHIIEPOKCH1a3a, TIIyTaTHOHTpaHCcdepasa, TIIyTaTHOHPEayKTaza
n HAJI® H. Ilox BnusHMEM NMPOU3BOIHBIX 3-METHIKCAHTHHA aKTUBHOCTH ['T1
HapacTaja OTHOCHTEIIFHO KOHTPOJIbHBIX KUBOTHBIX, TAKXKE HAOIIO1aI0Ch
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noseiieHue I'P u Bl Ha npoTsikeHnn BCero skCnepuMeHnTa. AHaIU3Upyst
MTOJIYYEHHBIE JJAHHBIE MOKHO C/I€JIaTh BBIBO, UTO IIPHU JACHCTBUU MPOU3BOIHBIX
M3MEHEHUSI KOMITIOHEHTOB aHTUOKCHUIAHTHOM 3alIUThI HOCSIT KOMIIEHCATOPHBIN
XapaKTep W HAMPaBJICHBI HA YHUYTOXEHUE MPOAYKTOB CBOOOHOPATUKATIEHOTO
OKHUCJICHUS.

AxtuBHOCTh COJI 11pH BBEJICHUM 8-MOHOAJIKMIAMUHOTIPOU3BOIHBIX
yBenuuuBasiach 110 70,6 %, 4TO MpeBHIIIANI0 aKTUBAIIMIO ATOT0 epMeHTa Mpu
BBE/ICHUU ATAJIOHHBIX MpemnapartoB. Y BenuueHue aktuBHoctu CO/] npu BBeeHUN
OOJIBIIMHCTBA TPOU3BOIHBIX SBISICTCS] TPU3HAKOM CTUMYJISIITUU CUHTE3a (hepMeHTa.

VY NoAonbITHBIX KPHIC HAOIIO1AJI0Ch JOCTOBEPHOE CHIDKCHUE aKTUBHOCTH
KaTaja3bl B CHIBOPOTKE KPOBU OTHOCUTEIBLHO KOHTPOJILHOM Ipyniibl Kpbic oT 24 % 10
38 % BO Bcex IpyIax.

s noBeieHust AOA HeoO0X0auMO, IO HallleMy MHEHHUIO, BBEJICHHUE B
MOJIEKYJTy KCAHTHHA apPOMATUYECKHUX U TPET-OYTHIIbHBIX PaTUKaIIOB.

B 3aknroueHne MOXKHO CKa3aTh, YTO MOUCK aHTUOKCUAAHTHBIX COCIUHEHUH B
pSAly KCAaHTHHA SIBJIIETCS] BEChbMa MEPCIIEKTUBHBIM HAMPABJICHUEM JIJIsI CO3/IaHUS
OPUTHMHAIBHBIX OT€YECTBEHHBIX (hapMaKOJIOrMYECKUX MPENapaToB C
AHTUOKCHUIAHTHBIM JCHCTBUEM.
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