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AHTUAPUTMUYECKUE CBOMCTBA 2-(2'-TMAPOKCU-2'-3AMELLIEHHbIX)-
STUN-OKTArnapPonumrPPONO [1,2-a]MMPASUHOB

0. B. dununnosa’, C. A. KpbbkaHOBCKMIAZ, |B. n. I'Iepeca,qa2|, A. M. NluxowepcToB?,

C. B. PeBenko', H. B. KasepuHna?, K. M. Pe3anukos'

B pabore uccnenoBaHbl aHTHAPUTMUYECKHE CBOWCTBA M TOKCHYHOCTH psijia POU3BOJI-
HBIX OKTarugponupposo [1, 2-a] nupa3uHOB. YCTaHOBJIEHO, YTO CPEH ATHUX BEILECTB HaH-
0oJiee TIePCIIEKTUBHO COSTUHEHHE ¢ JlabopaTopHbIM mmudpom [1B-238. Dto coeaunenne ot-
JIMYaeTCs BBICOKOW AaKTUBHOCTBIO, IIMPOKHUM AHTHAPUTMHUYCCKHM CIEKTPOM H HH3KOH

TOKCHYHOCTBIO.

KuroueBbie ciioBa: AHTUAPUTMHUYCCKHUE CPEACTBA, IPOU3BOIHBIC ITMPA3ZUHOB

BBEOEHUE

B Teuenue psnga ner B 'Y HUU dapmakomorun mM.
B. B. 3akycoBa PAMH pa3pa0arsiBatoTcsi HOBBIC Kapu-
OTPOTHBIE CpPEACTBA. B pasBuTHE 3THX HCCIEAOBAHUI
ObLTa CHHTE3MPOBaHa TPYyIIIa COCTMHCHNH, B KOTOPOH 00-
Hapy>KEeH psJi BEILECTB, CIIOCOOHBIX MPEJOTBPALATh U Ky-
MUPOBATh PA3BUTHE APUTMHUMN, — TETEPOLUKINYECKUE CO-
€IMHCHUS HAa OCHOBE MIPOM3BOIHBIX IMHPPOJIOB, U B YaCT-
HocTH, 1,2,3,4-Terparuaponupporo [ 1,2-a] mupazunst [8].

Lenpro maHHOW PabOTHI SBUIOCH U3YYCHUE aHTHAPUT-
MUYECKHUX CBOUCTB POICTBEHHON IPYyIIIbl COEAUHEHUH —
2-(2'-ruapokcu-2'-3aMeIIeHHbIX ) ATHII- OKTaTrHIPOITHPPO-
mo [1,2-a] mupasunHOB. 2-(2'-TUAPOKCH-2'-3aMEIIeHHBIC)
atui-1,2,3,4-terparuaponuppoi[1,2-a] nupazuHbl npen-
CTaBISIIOT COOOH BSI3KHME BBICOKOKHUIISIIME Macia, He pac-
TBOPUMBIE B BOJIE U PACTBOPUMBIE B OPraHUYECKUX pac-
TBOpHTENsIX. OOmas hopMyina ncCcaeyeMbIX COSTUHEHMHA
IpUBEJICHa Ha PUCYHKe. B paboTe MCHONB30BaHBI COEU-
HEHUs B BUZIE coJieil (hyMapOBOW KUCIIOTHL.
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2-(2'-ruppokcu-2'-3aMelIeHHbIe) STHI-OKTaruponuppodo [ 1,2-ajnupasuHos

METOAbl NCCNEAOBAHUA

XnopuaKaNbIUEBYI0 1 aKOHUTHHOBYIO apUTMHH BBI3BIBAIIH T10
cTanzapTHOi Metomuke [3]. XmopuabapHeByro apuTMHUIO MOJEIH-
poBajiM BBeJCHHEM XJiopuja Oapus B 103e 35 MI/KI BHYTPHBEHHO
[5]. BeimenepeuncnenHble HApYIISHNS] PUTMa BOCIIPOM3BOMIN Ha
OeIbIx 6ecIopoIHEIX KpbIcax oboero moia Maccoit 180 — 220 1, pas-
JICJICHHBIX Ha cepuu 1o 6 — 10 JKUBOTHBIX, HAXOLIUXCA IO Hap-
Ko30M (dramuHan-Harpust 40 Mr/kr BHYTpubpromuaHo). CtpodaH-
TUHOBYIO MOJIEJIb BOCIIPOM3BOIAMIIN [0 CTaHAApTHOW Metoauke [3]
Ha MOPCKHX CBHHKax-cammiax maccoir 450 — 500 r (3TamMunHai-Ha-
Tpust 30 Mr/Kr BHYTPHOPIOIIKUHHO). M3ydaeMble COEIMHEHHUS BBO-
JIAIM 332 5 MUH 710 UHBEKIMK apPUTMOICHHOIO areHTa BHYTPUBEHHO
B BuJe pactBopa oobemom 0,1 mut Ha 100 r Maccel Tesa ¢ HOCTOSIH-
HOM CKOPOCTBIO BBEACHUs. BiusiHue HcciaeyeMbIX COeJMHEHUN Ha

! Kagenpa dapmaxomnorun (3aB. — mpod. K. M. Pesnnkos) Bopo-
HEXCKOM TroCylapCTBEHHOW MEIMILMHCKON akaaemMuu, Boponex,
394000, yn. Crynenueckasi, 10.

2 I'Y HUUM ¢apmakonorsu um. B. B. 3akycosa PAMH, Mockaa,
125315, yn. banruiickas, 8.
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TEUCHUE aJPEHATMHOBON apUTMHUM MPOBOAMIOCH HA MOJAENHU, BOC-
TIPOM3BOTUMOI Ha H30JIMPOBAHHOM cepaue KPBICHI,
nepdysupyemom o metony JlaHrennopda pacTBOPOM CIEIYIONIIETO
cocrasa: 140 MM NaCl, 5 MM KCl, 2 MM NaHCO;, 1 MM MgCl,,
2,5 MM CaCl,, 2 MM Ttpuc-HCl (pH 7.4), 11 MM mimroko3b1. PactBop
HACBIILAJIU KUCIOPOIOM U nozorpesanu 10 37 °C. Dnekrporpammy
cepAlla PEerucTPUPOBAIM IPU IMOMOLIU NPY>KUHHBIX JIEKTPOAOB,
COIPUKACAIOUINXCS ¢ MUOKAPIOM JKEITyT0YKOB. APUTMHIO MOJIEIIH-
poBai ImyTeM 00aBJICHUs B mepdy3ar aJpeHalHa B KOHICHTPa-
man 36 MM/ B Tedenne 7 muH [6]. B ombITe 3a 5 MUH 10 Moaen-
pOBaHMs apUTMHHU CepALe Nepdy3upoBaIn PacTBOPOM, COIEprKa-
UM HCCIIEyEMbIE COEIMHEHNS B KOHIIEHTparmu 28 MkM /1. Takas
JKe KOHIIEHTpALHs COSIMHEHNH collepKaach B pacTBOPE C apeHa-
JIMHOM. DTaJIOHHBIC COCMHCHHS BBOJIIIN B DKBUMOJISPHBIX U3y4a-
€MbIM COCIUHEHMSM U B CPEIHETEpaleBTHUCCKUX A03ax. OcTpyro
TOKCUYHOCTB COEIMHEHHI ornpeesisiiin Ha 120 mblax o6oero nosia
maccoii 18 — 20 1, pa3neneHHbIX Ha CepUH 10 6 KUBOTHBIX B KaXKIOH,
no merony Jlutudmnma [2, 7], BBoxs BemiecTBa BHYTPHOIOIIMHHO.
CrartuctHyeckyto o0paboTKy MPOBOJMIM C UCIIOJIb30BAHHEM [-KPHTE-
pust Creronenra [7].

PE3YJIbTATblI U UX OBCYXOEHUE

Ha monenn xmopuaxanbleBoi apuTMHN aKTUBHOCTH
WCCIIEyeMbIX  COCJMHEHWI  yObIBaeT B  TOPSJIKE
I1B-238 > T1B-237 > I1B-234 > [1B-226 > IIB-227 (Tabn.
1, 2). na naubonee akrtuBHoro coenuuenusi (I1B-238)
Obuta ompenenena go3a EJls, KoTopas cocTaBiseT
6,37+0,59 (p=97,76 %) MkM/xr. Tlpu cpaBHEHHH aH-
THAPUTMHYECKOTO W aHTHU(GuOpuIsTOpHOro 3¢ddexron
obHapysxeHo, uro [1B-238 He ycrymaer no cuie aeicTBust
BEparaMily ¥ MPEBOCXOAUT aMHOJAPOH, POIIPAHOIION U
HOBOKaWHAMUJ — A3TAJIOHHbIC aHTHAPUTMHUYCCKUE CpPEl-
ctBa. CieoBarenbHO, KaK ClIeqyeT W3 CPaBHEHHUS IOITY-
YCHHBIX JAaHHBIX C XUMHWYCCKUM CTPOCHUEM UCCIICAYEMbIX
BeriecTs (cM. Tali. 1, 2), Ui aHTHAPUTMUYECKOTO JICHCT-
BUS TP XJIOPUAKAIIBIIEBON apUTMUH BKIIFOUEHUE HAPTH-
JIOKCHMETHJIBHBIX PAJIMKAJIOB SIBIUIOCH 00JICe ONTUMAIIh-
HBIM, YeM apwIbHBIX. VICKIIIOueHNEe COCTAaBUII HUTPO(HEHH-
JIOKCUMETWJIbHBIA pafukan — coenuHenue [1B-238,
HMEIOIIICE €r0 B KAUECTBE 3aMECTHUTEIsI, ObLIIO MAKCHMAaJIb-
HO aKTHBHBIM CPEIH BCEX M3YUYEHHBIX BEIIECTB 3TOrO psija
Ha JIaHHOM MOJIEIH.

Ha Mo/enn akoHUTHHOBOW apUTMHUH HCCIIETYyEeMBbIEe CO-
SIIMHCHUSI 110 CBOCH aHTHAPUTMUYCCKON aKTUBHOCTH pac-
roJlaratotcst B cienytomiem nopske: [1B-234 > [1B-227 >
[1B-237 = TIB-238 > [1B-226. [locneqnue Tpu coemuHe-
HUS HE TPETMSTCTBYIOT PA3BUTHIO apUTMHUIA, HO CIIOCOOCT-
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BYIOT BBDKUBaHMIO KUBOTHbIX. Coenunenue I1B-234 ne
YCTYTIAJIO 110 aHTHAPUTMHUYECKOW aKTUBHOCTH 3TAJIOHHBIM
AHTUAPUTMUYECKUM CpeiicTBaM. TakuMm oOpa3oM, Ha JIaH-
HOW MOJICNIM CaMbIM aKTHBHBIM OBUIO COCIMHEHHUE C Ha-
(hTUIIOKCUMETHIIBHBIM 3amMecTuTesieM (Tabm. 3).

Ha xyopumbapreBold Monenu aKTHBHOCTH IPOM3BOJ-
HBIX OKTaruJpONHUPPOIONUPA3UHOB YOBIBAJIa B TOPSIKE
[1B-237 > T1B-234 > [1B-238. Bemectro [1B-227 He 00-
JIAJaJI0 aHTHAPUTMUYECKUAM JISHCTBUEM Ha JJAHHOW MOJIe-
1y, a coequHenue 11B-226 He TolbKO HE 3alUIIaio KpbIC
OT Pa3BUTHUSI APUTMHUH, HO W YBEIUYHUBAJIO CMEPTHOCTH
JKUBOTHBIX IO CPAaBHEHMIO C KOHTposieM. W3 3TamoHHBIX
CPEICTB TOJILKO aMHOJAPOH OTJIMYAJCS OOJBIICH aHTH-
APUTMHYECKOM aKTUBHOCTHIO Ha JIAHHOW MOJIENIA apUT-
mui. Kak criepyer U3 npuBeieHHBIX JaHHBIX (Ta0I. 4), Ha
MOJICITH XJIOPUI0ApUCBON apuUTMHUHM HaOMonanach 0O0Jb-
masi akTHBHOCTh HA(THIOKCUMETHIIBHBIX M HUTpPO(EeHH-
JIOKCUMETHIILHOTO TTPOU3BOJAHBIX 10 CPABHEHHIO C BEIIle-
CTBaMHM, UMEIOIIMMH B KaueCTBE 3aMECTHUTENICH apuiIbHbIE
paavKabI.

[Tpu Bocmpou3BeACHUU ApUTMHUH Ha H30JIMPOBAHHOM
cep/ue BBEJCHUE aJ[peHAIMHA B Mep(y3UOHHBIA PaCTBOP
BbI3bIBAJIO pazButue aputmuii B 100 % ciyuae — B 20 %
HaOTFOICHUH (PUOPHUILISAIIUIO JKEeTyT0uKoB U B 80 % — xe-
JYMOYKOBYIO Taxukapauio. Ha ¢oHe uccimemyeMbix Be-
IeCTB HE OBUIO HU OJHOTO ciy4as (pUOpHILISIUH JKeITy-
noukoB. Bemectsa [1B-226 u [1B-227 Bausinm Ha 9acToTy
U TSDKECTh apuUTMHH He3HaunTensHo — B 100 % Habmona-
JIOCh Pa3BUTHE KEIy0YKOBON Taxukapanu. CoeanHeHne
[1B-238 ymeHbII1aI0 YacToTy pa3BUTUs apUTMuUi 10 60 %,
1pu 31oM B 20 % cilyyaeB caMbIM TSKEJIBIM HapylleHHEM

Ta6nuua 1. Xumudyeckoe crpoenne 2-(2'-ruapokcu-2'-3amenieH-
HbI€) 3THI- OKTaruaponuppoo [1,2-ajnupasunos
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puTMa OBUIH KETYJOUKOBBIC SKCTPACHCTOINEL, a B 40 % —

JKEITYTOUKOBasi TAXUKAPAHS.

Ha Monenu cTpopaHTHHOBOM apuTMHU ObLa HCCIIEI0-
BaHA aHTHAPUTMHUYECKAsT aKTUBHOCTh COCIMHEHHUS, TIPOsi-
BUBIIIETO HAWOOJBINYK aHTHAPUTMHUYCCKYIO aKTHBHOCTB
Ha IpeAbIAYIIX Moaensix — BemecTBo [1B-238. OHo BbI-

3bIBAJIO YIMHCHHUC BPEMCHHM HavYajla apuTMHUu C

Tabnuua 2. BansiHue nmpou3BOIHBIX OKTArMAPONUPPosIo [1,2-a]nupa3suHOB HA TeYeHHe XJIOPUAKAJIbIUEBBIX apuTmMuii (n = 6)

Cepus Jo3a, % pasBHTHA Bpewms Havana I[HI/ITEJIEHOCTL % pa3BUTUA % rHGeH JInuTenpHOCTh
Mr/Kr ApUTMHUN apUTMUH, C apUTMHN, MUH ¢$bubpmuAInN JKU3HHU, MUH
Kourpoib 100 50+0 1,21 £0,18 100 100 1,26 £ 0,18
I1B-226 2 100 500 0,83 £ 0,09 66,7 100 0,88 £ 0,09
3 100 500 1,03 £ 0,19 83,3 83,3 1,15+£0,22
[1B-227 2 100 5,00 0,74 £ 0,10 100 100 0,79 £ 0,10
3 100 5,00 1,03 £ 0,21 66,7 83,3 0,90 £0,12
[1B-234 2 100 50+0 1,13 £0,09 100 100 1,17 £0,08
3 100 5,8+£0,8 1,38 £ 0,39 333 50 1,75 £ 0,63
[1B-237 2 100 5,00 1,44 £ 0,18 83,3 100 1,15£0,24
3 83,3 50+0 1,70 + 0,81 66,7 83,3 1,75+ 0,8
[1B-238 1 83,3 5,00 1,15+ 0,08 66,7 83,3 1,25 £ 0,22
2 66,7 12,5+2,5 4,30 £ 3,40 16,67 16,7 1,750
3 50 50£0 1,98 £ 0,45 0 16,7 1,50+ 0
HoBokannamujg 6,5 83,3 14,0 £ 7,8 1,99 £ 1,03 66,67 66,7 1,06 £ 0,33
[Iponpanomnon 0,06 100 50+0 0,70 = 0,06 100 100 0,75 £ 0,06
0,6 66,7 500 1,03 £ 0,22 16,7 50 1,08 £ 0,22
2,0 66,7 50£0 0,80 £ 0,15 33,3 50 0,82 £0,18
Awmmozapon 1,5 66,7 6,2+ 1,2 2,31 +0,44 33,3 50 2,00 £ 0,25
2 100 15,0+£9,0 6,48 £ 1,91 0 16,7 6,0+0
Bepanamu 0,07 83,3 5,010 1,47 £ 0,30 16,7 33,3 24,80 + 5,76
1 50 500 4,88 £ 1,55 0 16,7 8,00

Ipumeuanusi. 1. [IponpanoIon Ipy HCIHOIB30BAHWH B [103¢ 2 MI/KI BBI3bIBAI 3HAYUTEIBHBIE PACCTPOMCTBA IPOBOAMMOCTH Y KPBIC, IOITOMY JAajibHeiiiiee
YBEJIMYEHHE JIO3UPOBKU HE IIPOBOIMIIOCH. 2. Bpemst Havana apuTMuU JUIsl HAPYILEHUI pUTMa, BOSHUKIIKX B IEPUOJL BBEJICHHUSI PACTBOPA XJIOPH/Ia KaJIbLIUS U B

TEUCHHUEC NIEPBLIX MATU CEKYHI IMPUHUMAJIN PABHBIM S5c.
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0,58 £ 0,08 mun g0 1,25+ 0,15 mun (p < 0,05), a Bpems
J)KU3HM CBMHOK B 2,6 paza — ¢ 6,67 0,88 Mun 10
17,33 £2,59 muH (p < 0,05).

NzydueHne ocTpoil TOKCMYHOCTH Hauboliee aKTHBHBIX
U3 UCCIIEAYEMBIX COEIMHEHUH NoKa3ano, 4ro JI/15, cocra-
suna mus [1B-234 — 116,33 + 4,39 mr/kr, aus [1B-237 —
182,65 +3,44 mr/xr, u gma IIB-238 — 337,28 +4,79
Mmr/kr. TakuMm 00pa3oM, MEHEe TOKCHYHO COEIUHEHUE
[1B-238. C y4yeroM JaHHBIX, [IOJYYEHHBIX 110 aHTHAPUT-
MHUYECKOH aKTHBHOCTH HA MOJEIH XJIOPHIKAIBIIICBOM
apuT™MuH, TepaneBTHueckuit nuaekc mist [1B-238 cocra-
Bui 96,0 ycn.en.

Kak cnemyer u3 mMONy4YCHHBIX JaHHBIX, HanOoIee aK-
TUBHBIM W HAaWMCHEE TOKCHYHBIM OBLIO COCAWHCHHUE
[1B-238, xoTopoe 00i1a/a0 BBIPAKCHHBIM aHTHAPUTMH-
gecKuM (P PeKToM Ha MOJIeNN apeHAIMHOBOM, cTpodaH-
TUHOBOM W XJIOPUKAIBIIMEBON apUTMHUU, MAJIO BIIUSISA Ha
TEUCHUE XJIOPUA0APUEBOIl apUTMUU U TIPAKTHUCCKH HE
BIIMsISL Ha TEUCHHE aKOHUTHHOBOH. M3BeCTHO, 4TO pa3Bu-
THE XJIOPUAKAIBIUCBBIX apUTMHUH CBSI3aHO C TEM, YTO U3-
OBITOK XJIOpU/Ia KaJBIHS BBI3BIBACT JICTIONSPU3AIIHIO Kap-
JIMOMHUOITUTOB, CIIOCOOCTBYSl OOpa30BaHHUIO MHOXKECTBA
IKTOMUYECKUX OYaroB aBTOMATUU M OOpa30BaHUE MHKPO
re-entry, 94To U OOYyCIOBINBACT (GUOPHIUIALIUIO JKETya04-
KOB. JIONOTHUTENBHBIN BKJIA]] B TeHE3 JAHHOTO BUJIA APUT-
MU BHOCST XOJHHEPIUICCKUE U aJPCHEPTHUCCKIE MeXa-
HU3MBI. COOTBETCTBCHHO Ha JAHHOW MOJIETH Hambolee
addexTrBHBI mpenaparsbl [V kiacca aHTHAPUTMHYSCKUX
cpencte mo kiaccupukammu V. Williams u B MeHbIICH
crerienu | u Il kmacca anTnapuTMuUecKux cpeacts [3, 8].
[Tpu BBeNEHNU B OpraHU3M aKOHUTHHA ITPOUCXOAUT HAPY-
[ICHUE MHAKTHBAIIMY HATPHEBBIX KAaHAJIOB, YTO IPHBOIUT
K MTOBBIIICHAIO BHYTPUKIETOUHON KOHIICHTPAIIUH HATPHSL.
DTO B CBOIO OYepelb CTUMYJIUPYET HATPUH-KAIbIIMEBBIN
00MEH, 4TO NMPHUBOAMT K TOBBIIICHUIO BHYTPHKICTOYHON

O. B. ®winnmnosa u ap..

KOHIIEHTpAIlMd CBOOOIHOTO Kalblsl. B pesynbrare BXo-
JAIIMANA TOK MPEBBIIIAET BBIXOIANIMNA, YMEHBIIAETCS TO-
TEHIIHAI TIOKOSI, YCKOPSIETCSI MEJICHHAsT JHACTOIIYCCKAsT
JCTIONIPU3AIINS, 3aMEIUIICTCS CKOPOCTh TIPOBEICHHS M-
myJbca B CEepIeuHOM Mblie. Bo3HuKIMe n3MeHeHus mno-
TEHIMaga JeHCTBUS M AIIEKTPOPU3UOIOTMYECKUX Tapa-
METPOB CEpJEYHON MBIl CIOCOOCTBYIOT (hopMupoBa-
HUIO T€TepOTONHbBIX o4yaroB aBromaruu [10]. OueBumHoO,
Ha MOJENH aKOHUTHHOBOW apUTMHU HaWOOIBIIYIO aHTH-
APUTMHYECKYI0 aKTHBHOCTh MOTYT TPOSIBUTH COCIUHE-
HUS, OMIOKUPYIOIIUE HATPUEBBIN TOK, T.€. BEIIECTBA, TOXO0-
JKUE 110 MEXaHU3MYy aHTUAPUTMHUYECKOTO JACHCTBHS Ha aH-
tHaputMukn | kimacca.  XiopumbapueBass — apUTMHES
pa3BUBAETCS BCIEACTBUE CENEKTHBHOW OJIOKAJbI HOHAMH
Oapus I, -KkaHAMIOB, YTO BBI3BIBACT YBEIMUYCHUE TTOCTYTIIC-
HUS KaJlbIMsl BHYTPb KJIETKHA BO BpeMs MOTEHIMAa JeH-
CTBUS, 2, BOSMOXHO, U B 1okoe [11]. OgHoBpeMeHHO Toj
JCCTBHEM MOHOB OapHs MMOBHIMIACTCS TOHYC CHMIIaTHYC-
CKOM HepBHO# cucteMsl [12]. B pesynbrare Habmromaercs
YBEIIMYCHUE TUTEIHPHOCTH TOTCHIIMANA JICHCTBHSA, pas-
JMYHOE TI0 CTETIEHH BBIPAXKEHHOCTH B OTACIBHBIX KapIHo-
MHOIIMTAX, YTO CIYXKUT TPUYUHON DPA3BUTHS APUTMUH.
Hamnbonee akTUBHBIME Ha JaHHOH MOJIEIH SIBISTIOTCS aH-
tHaputMudeckue cpenactia 1l kimacca; 3¢ dexkTHBHBI Tak-
Ke [-aapeHoOI0KaTOphl. AJpeHAIMH 00JajaeT apuTMO-
TeHHBIM JICHCTBHEM 3a CYET CTUMYIISALIUY [3- aApeHopeLen-
TOPOB, 4YTO MPHUBOAUT K TIOBBILIEHUIO aBTOMaTU3Ma,
BBI3BIBACT 00pa30BaHME SKTOMMYECKUX OYaroB B MUOKap-
JIe, YBEITMYMBACT CKOPOCTh TPOBEJICHUS BO30YxneHus [1].
JanHas Mozenb crienuuYHa s BBISBICHUS aJIpCHOIH-
TUYECKHX CBOWCTB COEAMHEHHH, T.€. UX MPUHAJICKHOCTH
ko Il kmaccy aHTmapuTmMuueckux cpeactB. CrpodaHTHH
IPOSIBIISIET ApUTMOTCHHBIE CBOWCTBA 3a CUET TETEPOTOII-
HOTO ITOBBIIICHUSI aBTOMATH3Ma M HapyIICHHS IPOBEIC-
HUSl UMIYJIbCA B MUOKapJie KelymnoukoB. M3BecTHO, 4TO

Tabsuua 3. BausiHue Npou3BOAHBIX OKTArMAponuppoio [1,2-ajnupa3suHoB HA TeyeHHe AKOHUTHHOBOI apuTmMum (n = 6)

Cos o Opme Bremww lwemwen  lmbenm  amenien
KonTpomnb 100 1,95+ 0,41 30,85 £ 3,94 100 32,80 £ 4,32
I1B-226 2 100 1,75 + 0,67 29,88 £ 4,56 100 31,63 £ 6,10

3 100 1,83+ 0,11 27,25 +10,40 66,7 12,75 + 1,49
[1B-227 2 100 2,10 £ 0,60 32,26 £ 3,94 66,7 34,36 £ 5,24
3 83,3 531+ 2,99 42,00 + 14,50 16,7 17,0
[1B-234 1 100 1,55+0,25 19,75 £ 9,15 66,7 21,30 + 7,45
2 83,3 1,05 £ 0,25 30,25 £ 8,94 50 31,33 £ 9,40
3 83,3 8,80 + 4,47 20,60 + 5,75 0 —
[1B-237 2 100 0,92 + 0,05 18,08 + 2,81 100 18,67 + 2,99
3 100 0,92 + 0,05 23,50+ 6,03 83,3 24,40 £ 6,07
I1B-238 2 100 0,67 £ 0,05 10,10 +£ 2,41 100 12,80 + 0,97
3 100 1,54 + 0,69 18,19 + 3,76 83,3 19,00 + 3,87
JIunoxann 0,5 66,7 1,25+ 0,25 10,08 £ 1,25 50 11,33 £ 1,31
1 66,7 1,68 £0,51 35,81 £ 3,85 50 35,00 + 4,36
Hosoxannamuz 6,7 66,7 0,87 £0,16 39,63 + 5,99 66,7 40,50 + 5,91
[ponpanomnon 0,6 83,3 1,25 +£ 0,25 18,50 £ 1,55 66,7 19,75 £ 1,65
AmMuonapox 1,5 83,3 0,78 £ 0,31 18,74 + 4,40 66,7 19,44 + 2,25
2 66,7 1,12+0,31 12,63 + 4,99 66,7 13,75 + 5,07
Bepanamun 0,1 83,3 1,85 +£0,35 22,95 £5,45 83,3 24,80 £ 5,76
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Tabnuia 4. BausiHue MPOM3BOAHBIX OKTATUAPONUPPOio [1,2-ajnupa3uHoB Ha TeueHne XJIOPHADAPUEBBIX APUTMHIA
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Bpewms pa3Bu-

JIIMTEeNbHOCTh apUTMUM, MUH

c Jlo3za, % pazBUTH % morubmux JITUTeIbHOCTD
OCINHCHUC n o THUS apuT- JUTsT BBIZDKUB-
Mr/Kr apUTMUN MHE, ¢ o6mas TS TOTUOLIHX f— JKUBOTHBIX JKM3HU, MUH
JKHUBOTHBIX SKMBOTHBIX

Konrpons 8 100 75+13  59+1,7  72+19  39+29 75 73+1,9
[1B-226 6 2 100 142+35 47+0,6 4,7+0,6 — 100 49+0,6
I1B-227 6 2 100 12,5+4,0 13,7+9.3 4,5+0,9 60,0 83,3 4,6+0,9
[1B-234 6 2 83,3 130£1,2  1,6+0,6 3,84 1,1£04 16,7 4,0
[1B-237 6 2 50 10,0+2,9 87+32  8,7+3.2 — 50 10,5 + 4,8
I1B-238 6 2 83,3 9,0£1,0 4,9+0,7 4,9+0,7 — 83,3 5,0£0,7
Hosokannamu 6 6,7 83,3 7012 83+2,6 8,3+2,6 — 83,3 8,4+2,6
ITponpanonon 6 0,1 100 62+12 253+£99 253+99 — 100 13,2+29

6 0,6 83,3 10,0 £ 2,2 7,9+43 3,7+£0,8 25,0 66,7 39+£0,8
Awmuonapon 6 2 83,3 12,0£2,0 56+1,7 4,1+0,8 12,5 50 43+0,8

6 6 0 — — — — 0 —
Bepanamnn 6 0,1 100 6,7+1,1 109+29 11,9+3,7 9,00 66,7 12,0 £3,7

6 1,0 66,7 50+0 > 60 49,6 > 60 16,7 47,0

Hanbomnee 3pPEKTUBHBI B JICYEHUH TTIMKO3UIHBIX aPUTMHUH
anTHapuTMudeckue cpencrsa I u Il xiacca [4].

CpaBHEHHE MEXaHM3MOB apUTMOTEHE3a, CBOMCTBEH-
HBIX Pa3JIMYHBIM MOJIEJISIM HapyIIeHHs pUTMa, ¢ dPdek-
TUBHOCTBIO [IB-238 Ha 3THX MOJIENsIX MMO3BOJISIET MPEJIIIO-
JIOKUTH, uTo coenuuenune [1B-238 mo cBoum anTHapuT™Mu-
YECKHM  CBOWMCTBAM  MOXET OBITH  OTHECEHO K
aHTHapuTMHU4YecKuM cpenctBam Il kimacca. Bo3moxHo, y
COCJIMHEHUSI MMEIOTCS TaKXKe CBOWCTBA aHTHAPUTMHKA
IV knacca.

BbIBO[bl

1. Cpemu 2-(2'-runpokcu-2'-3aMenIeHHbIX ) STUII-OKTa-
rugponupposio [1,2-a] nupasMHOB MMEIOTCSI BEIECTBa,
o0naaromue aHTHAPUTMHUIECKUMH CBOMCTBAMHU.

2. HawuOonpmiei aHTHAPUTMUYECKONW AKTUBHOCTBIO U
HauMEHBIIEH TOKCUYHOCTBIO CpPEAM H3YUYEHHBIX MPOU3-
BOJIHBIX OKTarupONUPPOTIONUPAa3HHOB 00IaIaeT COeNu-
meaue [1B-238, uMeroliee B KadyecTBE 3aMECTHTENS HH-
TpO(hEHMIIOKCUMETHIIBHBIN paJuKall.

3. Coemunenue I1B-238 mo wmexaHusMy JeHcTBUS,
Mo-BUIMMOMY, OTHOcuTCsl kO Il Kimaccy anTmapurmmye-
CKHX CPEJICTB, TO €CTb, a[pEeHOOIOKaTOpaM.
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ANTIARRHYTHMIC PROPERTIES OF 2-(2'-HYDROXY-2')-SUBSTITUTED
ETHYL-1,2,3,4-OCTAHYDROPYRROLO[1,2-a]PYRAZINES

0. V. FiIippova1, S.A. Kryzhanovskiiz, V. P. Peresada’ , AL M. Likhosherstovz,

S.V. Revenko1, N. V. Kaverinaz, and K. M. Reznikov'

! Pharmacology Department, Voronezh State Medical Academy, ul. Studencheskaya 10, Voronezh, 394000Russia

? Laboratory of Circulation System Pharmacology, Zakusov Institute of Pharmacology, Russian Academy of Medical

Sciences, ul. Baltiiskaya 8, Moscow, 125315 Russia

The antiarrhythmic activity and acute toxicity of a series of 2-(2'-hydroxy-2")-substituted ethyloctahydropyrrolo[1,2-a]pyrazines were studied. Two most
promising compound (PV-238) is characterized by high antiarrhythmic activity, broad spectrum of action, and low toxicity.





