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UccnepoBaHne KapanNOTPONHON aKTUBHOCTIN
OPTO-aNIkOKCn aHanoros coeanHeHna AJIM-802

Mokpoe . B., Jluxowepcmoe A. M., bapyykoe B. B., Cmonsapyk B. H., jopux U. b.,
Bumummnoea M. b., KpbixxaHoeckuti C. A., Tydaweea T. A.

OrbHY «HUW ¢papmakonoauu umeHu B.B. 3akycosa», Mockea

AHHoOTauuA. CYHTe31POBaHbl HOBbIE OPTO-AIKOKCU aHasiory coeaunHeHna AJIM-802 — 1a (N'-(2-meTokcnbeH3mn)-N2-[2-((2-MmeToKcMbeH3m)aMrHOo)3Ti]
3TaH-1,2-gramuH Tpurngpoxnopug) un 1b (N'-(2-3tokcmbeHsun)-N2-[2-((2-3ToKcMbeH3Mn)amM1MHOo) 3TN ]3TaH-1,2-AMaMnH TPUrMAPOXI0PUA), OTINYAIOLWMECs OT
Hero HaMumeMm ankoKcu-rpynn B GeHUNbHBIX KOMbLaX TONbKO B OPTO-MONOXKEHUAX. YCTAaHOBNIEHO, UTO 3TW CTPYKTYPHbIE M3MEHEHMWA MPUBOAAT K NCYE3HOBEHUIO
AHTUMLIEMUYECKON aKTUBHOCTW. B TO e Bpems y coefunHeHnA 1b BbiABNeHa aHTUapUTMmnyecKas akTMBHOCTb Ha MOAENAX akOHUTUHOBO 1 XJTOpuAKanbLmeBon
apuTMUK y KpbIC (1 Mr/Kr, BHYTPYBEHHO), KOTOpas oTcyTcTBOBanay 1a.
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Study of ALM-802 orto-alkoxi analogues cardiotropic activity
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Abstract. New ortho-alkoxy analogs of the compound ALM-802 1a (N'-(2-methoxybenzyl)-N?-[2-((2-methoxybenzyl)amino)ethyllethane-1,2-diamine
trihydrochloride) and 1b (N'-(2-ethoxybenzyl)-N?-[2-((2-ethoxybenzyl)amino)ethyl]lethane-1,2-diamine trihydrochloride), which differ from it by the presence
of alkoxy groups in the phenyl rings only in the ortho positions. It was established that these structural changes lead to the disappearance of anti-ischemic
activity. At the same time, antiarrhythmic activity was revealed in compound 1b on the models of aconitine and calcium chloride arrhythmias in rats (1 mg / kg,

intravenously), which was absent in 1a.
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BBepeHune

B HHUMU cdapmakonorun numenu B.B. 3akycoBa paHee
ObLIM CKOHCTPYUPOBAHbBI 1 CUHTE3UPOBAHBI COEAUHEHMS
psiia TMHEMHBIX U LIMKJIMYECKHUX METOKCU(EeHWITpra3a-
ankaHoB (A u B) [1]. B aTux BemiecTBax ObLIM COBMEIIEHBI
(hapmaxkoopHEBIe 27IeMEHThI U3BECTHBIX MHIMOMTOPOB OKMC-
JIEHUsI CBOOOMHBIX XXUPHBIX KMCIOT TpUMeTa3uanHa [2] u
paHojia3uHa [3], IMpPOKO UCHOJIb3YeMbIX B KIMHUYECKOI
NpaKTUKE JIJIs1 JISYEHUST MILIEMUYECKOU O0JIE3HU cepalia
M XPOHUYECKOM CEPACYHON HEAOCTATOUHOCTU, TIOMUMO
3TOr0 PaHOJIa3WH C YCIIEXOM MPUMEHSIETCS Il KyITUpO-
BaHMS HApyLIeHUI cepaedHoro putMa [4—7]. bosbimH-
CTBO IpeACTaBUTeNIe MeTOKCH(peHMITpra3aaikaHOB A 11 B
o0sanaiv KapJUOTPONMHON aKTUBHOCTbIO Ha MOJENSIX
APUTMMU U UILIEMUU Y SKCTIEPUMEHTATIbHBIX XKUBOTHBIX
[1]. Haubonee akTMBHBIM B TpyIiIie MPOU3BOIHLIX A 1 B
okasanoch coeauHeHne AJIM-802 (tpurnapoxinopun N'—
(2,3,4-tpumerokcnbensmn)-N>—{2-[(2,3,4-TpumeToKCH-
OeH3m1)aMuHO | 3T} - 1,2-3TannuamuHa) (puc.). AJIM-802 B
no3¢ 1 MI/KT TIpy BHYTPMBEHHOM BBEIEHUH ITPETISITCTBOBAIO
Pa3BUTHIO APUTMUIA Y KPBIC HA MOJIEISIX aKOHUTUHOBOU 1
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XJIOPUIKATBLIMEBOW apuTMUM, YBEJIMUMBAJIO TIOPOT 3J1eK-
TpruuecKor (UOPWILISLIMU KETYIOUKOB CEP/LIa KPbIC C 2
1o 10 MA. Kpome Toro, B 103e 1 MI/KT Ipy BHYTPMBEHHOM
BBE/JIEHUU B YCIIOBUSIX MOJIESTM CYO3HIOKApAMAIbHOM NIIIEMUM
V KPbIC 3TO COeIMHEHME MPEMSITCTBOBANIO IEMPECCUY CETMEHTa
ST Ha aneKTpoKapArOorpaMMe XKMBOTHBIX 10 CPAaBHEHUIO C
KOHTPOJIbHOM IPYIIION, IEMOHCTPUPYA BHIPAXKEHHBIN aHTH-
uieMuyeckuit achdexT.

Ienbto HacTosIIIeH pabOThI IBUIOCH MPOAOKEHUE W3-
YUEHUS! BAUSIHUSI CTPOSHUST METOKCU(DEHUITPHA3AaIKAHOB Ha
UX OMOJIOTMYECKYIO0 aKTUBHOCTb. OOBEKTOM UCCIIENOBAHUS
MPU 3TOM SIBUIUCH OPTO-AJIKOKCH aHAJIOTU COeTMHEHMUSI
AJIM-802 (1), oTnyaroiiuecs TeM, YTo apuiibHble (hapMako-
(hopbl MoJIEKYIT cofepIKaT TOJILKO 10 OHOM aJIKOKCU-TPYTITe
B OPTO-TTIOJIOKEHUSIX (CM. pHC.).

CunHTe3
CuHTE3 OPTO-AJIKOKCH aHaJIoroB coeauHeHuss AJIM-

802 (1a, 1b) ocyliecTBISICS IMTyTEM BOCCTAHOBUTEIBHOTO
aMUHUPOBAHHUS 2-METOKCH- VTN 2-3TOKCUOEH3ATbIETHIA C
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Puc. JIuHeitHble ¥ TUKINYECKKMEe MEeTOKCU(eHmwITpra3aaakaHsl (A u B), coenmnenue AJIM-802, opTo-aakokcu

aHajoru coenuHeHuss AJIM-802 (1)

JTUATWICHTPUAMUHOM B COOTHOIIIEHMHM 2: 1, COOTBETCTBEHHO,
B 3TaHoJie. BoccTaHOBIEHME OCYILIECTRIISUIM ITYTEM KaTaln-
TUYECKOTO TMIPUPOBAHNS Ha TAIAIUEBOM KaTali3aTope.

N'-(2-Memokcu6eH3us)-N*-[2-((2-memoKcubeH3un)
amuHo)smus]amat-1,2-0uamuns mpuaudpoxnopud (1a)

[TonyyeH n3 2-MeToKcubeH3anbaernaa. Berxon 6,5 r
(54 %). T.nn. 201-203 °C (c paszn.). Haiineno %: C 50,89;
H 7,38; N 9,03; CI 22,44. C,,H,,CL;N,O, H,O. Brraucneno
%: C 51,02; H 7,28; N 8,92; C122,59. 'H NMR (DMSO,
d, ppm, J/Hz): 3,26—3,47 (M, 8 H, ((CH,),),N); 3,85 (c, 6
H, 2 OMe); 4,16 (c, 4 H, 2 CH,Ar); 6,99 (1, 2 H, 2 ArH(3),
J}=28,5); 7,10 (n, 2 H, 2 ArH(2), J}* =8,5); 7,41 (1, 2 H,
2ArH(®4), J*=8,5); 7,50 (o, 2 H, 2 ArH(5), J* = 8.5).

N'-(2-3mokcu6beH3un)-N>-[2-((2-3mokcubeH3us)

amuHo)smus]amat-1,2-0uamux mpuaudpoxnopud (1b)

[TonmyyeH n3 3-MeTokcmbeH3anbaeruaa. Berxom 7,55 ¢
(69,1 %). Taur. 215—218 °C (¢ pasn.). Haiineno %: C 54,56;
H 7,71; N 8,61; Cl 22,56. C,,H,,CI;N,O,. Beraucieno %:
C 54,95; H 7,55; N 8,74; Cl1 22,12. 'H NMR (DMSO, 9,
ppm, J/Hz): 1,39 (1,6 H,2 CH,, J, =8,0); 3,25-3,49 (M, 8 H,
((CH,),),N); 4,10 (x8,4 H, 2 OCH,, J* = 8,0); 4,15 (c, 4 H,
2 CH,Ar); 6,97 (1, 2 H, 2 ArH(3), J° = 8,5); 7,08 (1, 2 H,
2 ArH(2), J}*=38,5); 7,39 (1, 2 H, 2 ArH4), J} = 8,5); 7,52
(m, 2 H, 2 ArH(5), J* =8.5).

MaTtepuanbi n metopbl

KueommHvlie

B skcneprMeHTax mo OLeHKE OCTPOl TOKCUYHOCTH CO-
€AMHEHUI KCITOIb30BaI 0€CIOPOIHBIX MBILIEH-CaMIIOB C
Maccoii Tena 21—24 1. B akcrieprMeHTaxX 10 OLIEHKE aHTUMIIIE-
MUYECKOU M aHTUAPUTMUYIECKOM aKTUBHOCTU COEANHEHUIA
HCTIOJTE30BaJIN OCJIBIX OECITOPOIHBIX KPBIC-CAMIIOB MacCOM
160—420 1. Bce xxuBoTHBIE Ob1M rToTy4eHbI 13 PITBYH «Ha-
YYHBIIA LIEHTP GMOMEIUIIMHCKIX TexHomoruii MdemepaabHOTo
MEIUKO-0MOJIONMYECKOT0 areHTCTBay , (hvman «CToiooBast».
ZKMBOTHBIX coepKajli B COOTBETCTBUY C ITPUKa30M MUH3-
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npasa Poccun Ne 199 or 01 anpesist 2016 rona «O6 yrBepakie-
HUU MpaBWJI Hajlexalei 1abopatopHoii npaktuki» v CIT
2.2.1.3218-14 «CaHUTapHO-3NMAEMUOIOTMYEeCKYE TPEOOBAHMS
K YCTPOMCTBY, 000PYIOBAHMIO U COAEPKAHMIO SKCIIEPUMEH-
TaJIbHO-O0MOJIOTMYECKIX KIMHUK (BUBApUEB)» OT 29 aBrycra
2014 . Ne 51. Bce aKCITepUMEHTHI C SKUBOTHBIMU ITPOBOIVIIN
B COOTBETCTBUU C MeXTyHaponHbIMU npaBriamMu (European
Communities Council Directive of November 24,1986 (86/609/
EEC)), a Takke B coorBeTcTBUM C «IIpaBuiamu pabOThI ¢
KMBOTHBIMI» , YTBEPXKIEHHBIMU OMO3THIECKOI KOMUCCHEH
®I'BHY «HUU dapmakonorn umeHu B.B. 3akycoBar.

Onpedenenue LD,

3Hauyenus LD, coenyHeHNMIA onpenessu Ha 6ecIiopoz-
HBIX MBIIIaX-caMLax. Beliectsa BBOIWIIM BHYTPUOPIOIIHHO
B ITSITU Pa3/TMYHBIX 034X, YACIIO XKUBOTHBIX B KKIOH cepuu 6.
B kauecTBe paCTBOPUTEJIS UCTIONBE30BAIN AMTUPOTEHHYIO BOLY
IUTL UHBEKUWA. JIeTaIbHOCTD JKMBOTHBIX OLIEHUBAJIY YePE3
24 4 ocnie BBeAEHUS coeqvHeHui. 3Hauenns LD, LDy, 1
LD, ¢ ux foBepuTeIbHBIMU 95 % MHTEpBaTaMU PaCCUMUTBI-
BaJM 1o Metoxy Jlntudpmina—BuikokcoHa.

Modenb cy63H00KapouanbHol uwemuu y Kpbic,
8bi3bieaemMoli U30NpomepeHooM

AHTUMIIIEMITIECKYIO aKTHBHOCTD COSIMHEHII N3y JaTH
Ha OeJbIX OeCITOPOIHBIX KphIcax-caMiiax Maccoit 250—300 T,
HapKOTU3MpoBaHHBIX ypetaHoM (1 300 mr/kr, B/6). OcTpyto
CYOSHIOKapANATBHYIO UIIIEMHUIO MHOKAPIA BHI3BIBAIH TI0
metony Yamamoto S. ¢ coasm. [8]. 11 3T0i1 11e7T1 JKUBOTHBIM
C TIOMOIIIBIO UHbeKTOpa «JIuHeoMat» (Poccust) BHyTpUBEHHO
€O CKOpOCThIO 20 MKT/KI/MUH BBOAWJIN HECEJIEKTUBHBII
aroHNCT P-aIpeHopeenTOPOB M3oIpoTepeHon. O6 UH-
TEHCHUBHOCTH WUIIIEMIUYECKOTO TTOBPEKICHUS CYIVIIN 10
BeauuuHe aenpeccuu cerMeHTta ST Ha DKI (I ctanmapt-
HOE OTBe/IeHUE) Yepe3 5 MUH OT MOMEHTa Havajia MHQYy3uu
M30ITpoTepeHoa. B KauecTBe perrcrpaTopa NCIOIb30BATI
KOMITbIOTepHBIi1 35eKkTpokapauorpad «IlomucnexTp 8/EX»
(Hetipocodrt, Poccus).
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ZKVBOTHBIX paHIOMU3UPOBAIA HA YETHIPE TPYIIITHL:
1-1 — xoHTpONB (1 = 16); 2-9 coequHenune AJIM-802
(n="17); 3-a — coenunenue 1la (n = 7); 4-9 — coemHEHUE
1b (» = 9). 3yyaemble BeliecTBa BBOAWIM BHYTPMBEHHO B
Jo3e 1 MI/Kr 3a 2 MUH J0 Hadaia MHQY3UK1 U30ITPOTEPEHOIIA.
ZKVBOTHBIM KOHTPOJILHOM TPYIIIHI BBOAWIM SKBUBAICHTHBIA
00bEM n3oToHMYecKoro 0,9 % pacTBopa HaTpust XJI0pUza.

Moodenb akoHumuHoeoii apummuu [9, 10]

OnbITH MPOBOAWIM Ha OECIIOPOIHBIX HAPKOTU3UPO-
BaHHBIX (ypeTaH 1 300 mr/KT, B/0) Kpbicax-caMiiax Maccoi
160—180 . 2KMBOTHBIX TIePEBOMMIIN Ha UCKYCCTBEHHOE JbIXa-
Hue. Peructpuposanu OKI Bo Il cranmapTHOM oTBeAeHUU.
B kauecTBe perucrparopa ucrnosib3oBaiu Mingograf-82
¢upmnbl Elema-Siemens (I1IBenvist). BusyasibHbli KOHTPOJIb
PperMCTpUpyeMbIX ITapaMeTPOB B TEUEHUE BCETO SKCIIEpUMEH-
Ta MPOU3BOIIM MPU MOMOIIU §-KaHATBHOTO OCLIWJLIOCKOIIA
¢dupmbl Nihon Konden (AAnoHwust). Yucao XUBOTHBIX B
Ipymnmnax yKa3aHo B Ta0JI. 2. B KOHTpOJIbHOI cepru IKcIe-
PUMEHTOB ONpeAe/Is/IA MUHUMAJIbHYIO 103y aKOHUTHHA,
BBI3bIBAIOIIIYIO (haTajbHbIe HAPYILIEHUSI pUTMa cepilia B
MepBble 5 MUH OT MOMEHTA €r0 BHYTPMBEHHOTO BBEICHUSI.
ZKMBOTHBIM OTBITHBIX TPYIIIT 32 2 MUH J0 UHBEKIIUN aKO-
HUTWHA BBOAWIN UCCIIeayeMble coenrHeHus (1 Mr/Kr, B/B).
B KaxX10i1 ONbITHOM TPYTIIE OLIEHUBAINA YUCIIO TTOTUOIIUX
>KMBOTHBIX B MIEpBbIe 5 MUH MOCJIe BBEISHUSI aKOHUTHHA.

Moodeno xnopudkaneyuesoli apummuu [9, 10]

OnbITHI TPOBOAWIIM Ha O6ECIOPOIHBIX HAPKOTU3UPO-
BaHHbBIX (ypeTaH 1 300 Mr/Kr, B/6) Kpblcax-camiiax Maccoi
tena 250—300 r. 2ZKuBOTHBIX TIepeBOAMIN Ha UCKYCCTBEHHOE
neixanue. PeructpupoBanu OKI Bo I craHgapTHOM oTBene-
HuM. B KauecTBe peructparopa ucnosb3oBaan Mingograf-82
¢upmnbl Elema-Siemens (I1IBerust). BuzyanbHbIil KOHTPOJIb
PETUCTPUPYEMbIX ITAPAMETPOB B TEUEHUE BCETO SKCIIEPUMEHTA
MPOU3BOIWIU MIPU MOMOIIM §-KaHATBHOTO OCLIMJLIOCKOTIA
¢upmel Nihon Konden (Amonust). Yrcio XKMBOTHBIX B Tpy-
Tax yKa3aHo B Ta0J. 2. B KOHTPOJIbHOIA cepru SKCIIEPUMEHTOB
ONpeAesUI MUHUMAJTbHYIO 103y KaJIbLIUS XJIOPUIA, BbI3bI-
Baloly10 (haTajbHbIE HApYLICHUSI pUTMa CepILia B IiepBbIe 5
MUH OT MOMEHTA €r0 BHyTPMBEHHOI'O BBeAICHNS1. 2KUBOTHBIM
OIIBITHBIX TPYIII 32 2 MUH JI0 MHBEKIIMHY KaJIbLUs XJIOpyaa
BBOIWJIM UcClieayeMble coenHeHus (1 Mr/KT, B/B). B kaxknoi
OIBITHOM IPyYTITIE OLIEHUBAINA KYMCIIO TTOTUOIINX XKMBOTHBIX
B TIepBbIe 5 MUH TTOCJI€ BBEIEHUSI KaJIbLIMSI XJIOPU/IA.

Moodenb 31ekmpuyeckoli pubpunnayuu xeny0o04Koe
cepoya [9]

OTIBITHI TIPOBOIWIIA Ha aHECTE3UPOBAaHHBIX (YpeTaH,
1 300 mr/Kx; B/0) OeCIOPOIHBIX KPbICAX-CaMIIaX MacCcoy Tesa
380—420 r. ZKMBOTHBIX MepeBOAWII HA UCKYCCTBEHHOE JIbI-
XaHWe; TIPON3BOIMIIA CTEPHIKTOMUIO U TIEPUKAPIOTOMUIO.
B Muokap/ 1eBoro keaynodyka cepiia Ha pacCTOSIHUU
3—5 MM IIpyT OT ipyra UMILTAHTUPOBAITU [TBA TT030JI0YEHHBIX
anekrporaa. [Topor snexrprdyeckoit GrUOpUUISILIMI cepala
OTIpEeNeTISUT CKAHMPOBAaHUEM YS3BIMOTO TIEPHOa Cepreii
13 20 TIPSIMOYTOJTBHBIX UMITYJTLCOB TIOCTOSTHHOTO TOKA YBe-
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JIMYMBAIONIEHCS MTHTEHCUBHOCTH (IUTUTEIEHOCT MMITYJTbCA
4 mc, yacrora 50 MII/C) 10 BOSHUKHOBEHUSI (PUOPUIIISILIAN
KeJTyIOYKOB. 3a Iopor (pUOPMUISILIAY IIPUHUMATA MAHU-
MaJIBHYIO CHITy TOKA, CTAOWIHHO BHI3BIBAIOIIYIO (DUOPHII-
JISILIMTO KeJTyIOYKOB TIPY IIOBTOPHOM CTUMYJISILIVN. B orrbiT
OTOMpPAaJIY TOJIBKO TeX XKMBOTHBIX, Y KOTOPHIX (DMOPIILISLINS
JKeJIyIOUKOB HACTYyIIaja IIPU CHUJIE TOKAa He Oojiee 6 MA.

B pabote ucnonab3oBanu anekrpoctumyisitop HSE
Stimulator II (Hugo Sach Electronik, Iepmanus). B reuenne
Bcero akcrepumeHnTa peructpuposanu DKI (II crangapr-
Hoe oTBeneHMe). B KauecTBe perucrparopa UCHOJIb30BAIN
anekrpokapauorpad BK 4T-02 (Poccust). BusyanbHbli
KOHTPOJTb PETUCTPHPYEMBIX ITAPAMETPOB B TCUECHHE BCETO
SKCTIEPUMEHTA TIPOU3BOIMIN TIPU TIOMOIIM 4-KaHaJlb-
Horo ocuwiockona ¢dupmel Elema-Simiens (IIIBerus).
JKMBOTHBIX pPaHIOMU3UPOBAIM Ha 3 TPYIIIIHI 110 6 KPBIC B
Kaxpoit: 1-9 — coennuenne AJIM-802; 2-1 — coennmHeHNe
1a; 3-9 — coenunenue 1b. MccrienyeMbie coearHeHUS
(1 MT/KT, B/B) BBOIWIIU 33 5 MUH JIO OITpeIeIeHNS IIOpOora
BJIEKTPUYECKON (PUOPMIIISAILINY XKeJTyI0IKOB Ceplia.

Cmamucmuyeckas o6pabomka

[Tpu aHanM3e JaHHBIX, MOJYYEHHbBIX TIPU UCCIIEI0-
BaHUM aHTUMUIIEMUYECKON aKTUBHOCTU COEIUHEHUM,
HOPMAaJIbHOCTh paclpee/ieHrs] OLEHUBAIN C TTOMOIIIBIO
kputepus Illanupo—Yuika; roMOreHHOCTb BHIOOPOY-
HbIX Aucriepcuit mposepsuiu 1o JleseHy. Tak Kak pacnpe-
JieJieHue JaHHBIX ObUIO OJIM3KO K HOpMaJIbHOMY, BbIOO-
pOYHbBIE TUCHEPCUN ObLTM TOMOTEHHBI, CTATUCTUYECKYIO
3HAYMMOCTb Pa3IYUil MEeXIy IpynIiaMu ONPeaesiin C
MOMOIIBIO0 OMHO(AKTOPHOTO AUCTIEPCUOHHOTO aHaIN3a C
JaJbHelIeir 00paboTKoi 1o KpuTteprio CTHIOIEHTA C T10-
npaBkoit boHdepponu. Paznuust cantany 3HaYUMMbIMU TIpY
p<0,05, kputepuii AByXcTopoHHMiA. [TomydeHHbIe pe3yib-
TaThl BbIpaXXaJld B BUIIE CPEAHUX apUPMETUIECKUX U UX
CTaHAapTHBIX o1MOOoK. [Tpy aHanM3e aHTMAPUTMUYECKOM
AKTUBHOCTH CTaTUCTUYECKYIO 3HAUMMOCTh Pa3InuMii MEeXIy
BKCIIEPUMEHTATbHBIMU BBIOOPKAMU ONPEIEISIA C TTIOMOIIbIO
METO/Ia TOYHOI BeposTHOCTH Duliiepa ¢ y4ETOM MHOXKE-
CTBEHHOCTH CpaBHEHU1, a PY aHATM3¢ aHTUDUOPUILISTOP-
HOI aKTHBHOCTU — C UCIOJIb30BAaHMEM 3HAKOBO-PAHTOBOTO
Kputepusi BuikokcoHa.

Pesynbratbl n 06cyKpaeHne

HccnenoBaHue ocTpoii TOKCMYHOCTHA HOBBIX COEIM -
HEHWIA [TOKa3a10, YTo B TO BpeMsl KaK 3HaueHue LD, i
coenuHeHus la coctaBuiio 116,6 MI/KT, 4TO MpaKTUYe-
CKM COBITaJIaeT ¢ JaHHBLIM ITokKa3arteueM mist AJTM-802
(118,8 mr/kr), T0 11 coenunenus 1b LD, cocraBuio
50,1 mr/kr (Tabm. 1).

TakuM o6pa3oM, yaajJeHUe MeTa- 1 ITapa-MeTOKCH
rpynm u3 coeauHeHust AJIM-802 He nmpuBOIWIO K U3-
MEHEHHUIO TOKCUYHOCTU, OJTHAKO YBEJIUYEHUE OPTO-asl-
KOKCH3aMECTUTEISI Ha OOHO METUJIEHOBOE 3BEHO Cpa3y
YBEJIMYMBANIO 3HaYeHKe rmokasaress LD, Gonee yem B
IIBa pasa.
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Tabauya 1
OcTpast TOKCHYHOCTH coeauHennii 1a u 1b cpaBuenun ¢ AJIM-802 (6ecnopojHbie MbIIIH-CAMIIbl, BHyTPHOPIOIIMHHOE BBEIEHHE)
Coeaunenus LD  mr/kr, B/0 LD, mr/kr, B/0 LD, mr/kr, B/0
AJIM-802 98,6 (98,2+99,0) 118,8 (103,0+121,4) 126,9 (126,4+127,4)
la 82,7 (78,8+86,8) 116,6 (93,2+145,8) 164,3 (156,5+170,5)
1b 33,1 (31,0+35,4) 50,1 (39,7+63,4) 75,9 (71,1+81,0)

Tabauya 2

AHTHMIIEMUYECKAS M AHTHAPHTMHYECKAS AKTHBHOCTH coeauHenniila u 1b B cpaBnenun ¢ AJIM802 B n03e 1 Mr/kr y GecnopoaHbIx

0eJIbIX KpbIC-caMIIOB (BHYTPHBEHHOE BBeIEHHE)

Jenpeccus cermenta ST AHTHApHUTMHYECKAS AHTHADUTMHYECKAS AKTHB- Biusanue Ha mopor
Coenunenne nocjie 5 muH ungy3uu AKTHBHOCTb HA MOJIEJIH HOCTb HA MOJIEJIN XJIOPUIKAJb- | JJIeKTpHueckoil puopuLis-
u3onporepeHoaa*, mB AKOHMTHHOBOI apuTMUM** HUEBO apuTMUH™* LMK JKEJYI0YKOB cepaua***
0,20%0,02
KoHtponb (n = 16) 0/11 0/11 —
0,01+£0,01 (n=7) 8/8 4/6 2/>10
AJIM-502 2= 0,001 < 0,001 » = 0,008 »=0,018
0,16£0,03 1/5 (n = 6)
1a (n="7) 0/6 0/6 » = 0,062
1b 0,13£0,05 6/6 3/6 1/1
(n=9) p = 0,001 » = 0,036 (n=16)
Ilpumeuanus: * — na DKI Bo Il cranmaptHoM oTBeneHUM (20 MKT/KT/MUH M30MPOTEPEHOIIA B/B B TEUCHUE 5 MUH), p — yKa3aHO IO OTHOLICHUIO K
KOHTPOJIIO, ** _ B YUCIIUTENIE YKa3aHO YMCJIO BbKMBIIHNX )KMBOTHBIX, B 3HAMCHATCIIC 00BEM BI)I60]JKI/I, P — YKa3aHO 110 OTHOLICHHUIO K KOHTPOJIIO,
*¥¥ _ B qyciuTele yKasaH UCXOMHBI YPOBEHb, B 3HAMEHATENEe — [MOPOr (pUOPIJULILIN [OCIe BBEICHNS BeLecTBa (II0Ka3aHbl MeIUaHbl) (B MA),
P — yKa3aHo IO OTHOUIEHUIO K UCXOJHOMY YPOBHIO.

Hcxonms 3 JTaHHBIX TT0 TOKCUIHOCTH, JIJIST U3YJIEeHUS
KapJIMOTPOITHOM aKTUBHOCTU coeanHeHnuit AJIM-802,
1a u 1b ObL1a BEIOpaHa ogvMHAKOBast 103a 1 MI/KT, UMEHHO
B 9T0I 03¢ AJIM-802 0bLI0 3(h(DEeKTUBHO B paHee Mpo-
BEeIIEHHBIX MCCIIETOBaHUSIX.

ITpu uccaenoBaHUM AHTUUILLIEMUYECKOTO IEHCTBUS CO-
enrHeHuii 1a u 1b Ha Moaenu cyOaHI0KapAUATIBLHOM Hllle-
MMM Y KPbIC, BbI3bIBAEMOI M30TTPOTEPEHOIOM, 3HAYMMOTO
3¢ deKTa BbISIBJIEHO He ObLIO, B TO BpeMsl KaK BellleCTBO
AJIM-802 o6yiagano Ha JaHHOW MOJEU BbIpaKeHHBIM
npotuBouilieMuyeckum aeiicreuem (p = 0,001; tad. 2).

ITpu vccnenoBaHUM aHTMAPUTMUYECKON aKTUBHOCTHU
ObLJIO YCTAHOBJIEHO, YTO HA MOJIEJIM aKOHUTUHOBOI apUT-
MMM coeiMHeHue 1a He 001a1a10 aHTUAPUTMUUECKUM (-
(exroM (cM. Ta01. 2), B TOXKE BpeMsI STOKCH-TTPOU3BOIHOE
1b u BetiectTBO AJIM-802 MOJHOCTBIO MPETNITCTBOBAIU
Pa3BUTUIO HapYIIeHUI cepedyHoro putMa. CXoaHble pe-
3yJIBTaThl ObUIM TTOJTYYeHbI HA MOJIEIN XJIOPUIKAIbLIEeBOI
apuTMUU: coerMHeHue 1a He obanano aHTUapUTMuUye-
CKOI aKTUBHOCTBIO, B TO BpeMs Kak 1b u AJIM-802 06-
JlaJaiu CTaTUCTUYECKN 3HAYUMbIM 3 ekToM (TadJ. 2).
Ha monenu sanektpruueckoin GuOpUILISILIMY XeJTyT0UYKOB
cepaua BemecTBo AJIM-802 craTucTUYeCK 3HAYNMO
(p = 0,018) yBenuunBaio nopor pudpULISLIUN XKeTy10u-
KoB ¢ 2 10 =210 MA. CoequHenue 1a Takke yBEIMYUBAIIO
3TOT MoKa3aTeyb ¢ 1 10 5 MA, 0OJHAKO 3TH U3MEHEHUS
OBITM cTaTHCTHYeCKU He3HaunMbIMU (p = 0,062). [Tpons-
BonHoe 1b B 1aHHOI MOjIe N 0Ka3anoch HeA(P(hEKTUBHBIM.

AHanu3 BIMSTHYS TIPEICTABRIEHHBIX B Pa0OTe CTPYKTYpP-
HbIX u3MeHeHul coenuHeHust AJIM-802 nmo3BosisieT cienaThb
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caenyroliue BoiBoabl. Eciu mpu ynaaeHuu 13 MOJIeKyIIbl
AJIM-802 i1 omHO#M mapa-MeTOKCH TPYMIbl aHTUUIIIEMU-
YyecKoe JIECTBUE COOTBETCTBYIOIIETO COSTMHEHMS COXpaHsI-
€TCsl Ha YPOBHE TeHAEHLUH [ 1], TO Mpy HATMYUK JIULLL OTHOM
rapbl OPTO-METOKCH I'PYIIN B apyIbHbBIX (hapMakodopax 3Ta
aKTMBHOCTD TOJIHOCTBIO Mcye3aeT. Y 3TOKCU-COeIMHEeHUS
1b anTuMmemimyeckoro 3¢ dekTa TakkKe He HaOII0maeTCs.
OTH TaHHbIE TTOATBEPXKAAIOT TOT (DAKT, YTO AJII HATUUMST
aHTUUILIEMUYECKON aKTUBHOCTU B IPYIIe MeToKcude-
HUJITpUa3aalkKaHOB TpeOyeTcsl HaIuuue MMEHHO TPEX
METOKCHU-TPYIII B OPTO-, META- U Mapa-noJoXeHUssIX
apuJIbHBIX (hapMaKo(hOpOB.

[TpakTryecku MosHOE OTCYTCTBUE aHTUAPUTMUYECKOM
aKTMBHOCTHU coeuMHeHus 1a, 1 e€ Haluurue B MOACSX
AKOHUTHHOBOW apUTMUHU 1 XJIOPUIKATBIINEBOI apUTMUN
y coeauHeHus: 1b MoxXeT CBUAETEIbCTBOBATDL O peayiu-
3alMu oTaudHoro ot AJIM-802 MexaHu3ma eiicTBuUs
3TOKCU-TTPOU3BOJHOTO. YaCcTMYHO 3TO MOATBEPKIAET
U CYILIECTBEHHOE U3MEHEHUE OCTPOIi TOKCUYHOCTU CO-
enquHenus 1b B cpaBHennu ¢ 1a u AJIM-802.

Takum o6pa3oM, B paboTe ObLIM CUHTE3UPOBAHEI
HOBbIE OPTO-aJIKOKCU aHaloru coeauHeHust AJIM-802
1a u 1b, oTaMyalolMecs: OT HETO HaJIMYMEeM aJKOKCH-
IpyII B (heHUIBHBIX KOJIbLIAX TOJBKO B OPTO-TMOJTOXKEHUSIX.
YcTaHOBIEHO, UTO 3TU CTPYKTYPHbIE U3MEHEHVS IPUBOANUT
K MCUE3HOBEHUIO aHTUUILIEMUYECKON aKTUBHOCTU. B TO
Ke BpeMsl y coeiHeHus1 1b BbIsiBlIeHa aHTMapUTMUYecKast
aKTUBHOCTb Ha MOJIEJISIX aKOHUTUHOBOW U XJIOPUIKAJTbLI-
€BOI apUTMUU Y KpbIC (1 Mr/KT, BHYTPUBEHHO), KOTOpasi
OTCyTCTBOBaJa y 1a.
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