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AHTMAPUTMUYECKUE 3PPEKTblI FTEMUCYKLIMHATA

2-3TUN-6-METUN-3-rngPOKCUNMMPUOANHA
B CPABHEHUU C MEKCUOOJIOM

A. U. Typunosa, T. C. MaHblwwuHa, H. U. ABatonuHa, B. M. NaTtuH, P. C. Mup3sosn’

B pesynbTate ncciaenoBaHus Ha HEJIMHEHHBIX OOAPCTBYIOIMX KPBICAX-CaMIlaX YCTAHOB-
JICHO, YTO ICMUCYKIMHAT 2-3TI/IJ'[-6-M€TI/IJ'I-3-FPII[pOKCl/IHI/Ipl/IIll/IHa U MCEKCHUAOJ ITPOABJIAIOT
BBIPOKCHHYIO aHTHAPUTMHYECKYIO (aHTU(UOPHIUIATOPHYI0) aKTUBHOCTh Ha MOJENH XJIO-
pUIKaIbIUEeBON apuTMHU. borbliel 2 QeKTHBHOCTHIO 00a1aeT TeMUCYKIMHAT 2-3THI-6-
METHII-3-THAPOKCHIIUPHANHA. DTO BEIIECTBO, B OTIIMYHE OT MEKCHJOJIA, MPOSBIISIET BBICO-
KyI0 aKTHBHOCTb M Ha MOJIENIM aKOHUTHHOBOW apUTMHHM, YTO XapaKTEPHO VISl aHTHAPUTMU-
koB | kiacca. MeKcuI0 TaKMM CBOWCTBOM He oOnazaet. [eMucykiuHar 2-3Tuin-6-MeTri-3-
THIPOKCUIIMPUINHA UMEET MIPEUMYILECTBO 110 IIMPOTE TEPANEBTUYECKOTO NEHCTBUS Nepes
M3BECTHBIMU aHTHAPUTMUYECKUMHU IpenaparaMu | kiacca (HOBOKaMHaAMU/I, JIMJIOKauH) U HE
ycrymaet npenapary [V kiacca Bepanamuiy.

KawoueBble cjioBa: TeMHUCYKIIMHAT 2-3TI/IJ'I-6-M6TI/IJ'I-3-FI/IﬂpOI(CI/IHI/IpI/IZ[I/IHa; MCKCHUI0JI;
ApUTMHUHU, BbI3BAHHBIC AKOHUTHHOM U XJIOPHUJAOM KaJIbIUA; OCTPast TOKCUIHOCTh; aHTHUAPUT-

MHYCCKUC CPEACTBA, KPBICHI.

BBEOEHUE

Panee nmokasaHo, 4To IIPOM3BOJHOE OKCUIIMPHUIUHA Ie-
MUCYKLUHAT 2-3TUNI-6-METUII-3-TUAPOKCUIIMPUIMHA TIPO-
SIBISIET IIepeOpPOBACKYIISIPHYIO aKTUBHOCTh KaK y WHTAKT-
HBIX KPBIC, TAK U Y JKUBOTHBIX MOCJIE€ MIIEMHUYECKOTO I10-
paskeHus: Mo3ra. OT0 OOYCIIOBIEHO €ro HEMOCpPEeICTBEH-
HBIM BJIMSHUEM Ha TOHYC COCYIOB MO3ra, TaK KaK yPOBEHb
apTepUaIbHOIO JaBJICHUS O] BIUSHUEM COCIUHEHUS HE
[IPETEPIIEBAET CYLIECTBEHHBIX U3MEHEHUH [6].

Jpyroe mpowW3BOTHOE OKCHIHPHINHA, MU3BECTHOE MO
Ha3BaHHEM MEKCHJION (CYKIIMHAT 2-3THII-6-MeTHI-3-0KCH-
MUPUIUHA), 00JamaeT aHTHOKCUAAHTHOW, aHTHIHIIOKCH-
4eCcKoM, MEMOpPaHOCTAOMIM3HPYIOIIEH AaKTHBHOCTBIO H
BOCCTaHABIMBACT (DYHKIOHAJIBHYIO AKTUBHOCTH MO3Ta
(ymydImaeT KOTHUTHBHBIC (DYHKIIMH, TOKA3aTEIH HEBPOIIO-
THYECKOTo Ae(UIHNTa U TICHXOIMOIIMOHAIBHOTO COCTOS-
HUSI) Y KPBIC C TeMOPPAarnIecKuM MOPaXKCHUEM Mo3ra [2,
3, 9]. YcraHOBIEHO TakXkKe, YTO MEKCUAOI U30HpaTEbHO
VAy4IIaeT MO3TOBOE KpoBooOpaiieHHe mnpHu T00aibHOM
MPEXOASIEH WIIEMHH MO3Ta U MPU COYETAHHOW COCYIU-
CTOH MaTOJIOTMH MO3Ta W CEepAla, TOTAa Kak y KPbIC WH-
TaKTHBIX U C DKCIICPUMEHTAIBLHBIM HHPAPKTOM MHOKapIa
Ipernapar Takoro ACHCTBUS HE MPOSBISCT. DKCIICPUMEHTHI
¢ n3buparensHbM Onoxatopom 'AMK ,-penentopoB Ou-
KyKyJLIMHOM ykKa3bpiBatoT Ha ['AMK-epruyeckuili Mmexa-
HU3M ero IepeOpoBackyaspHoro 3¢ ¢dekra B YCIOBHUAIX
nmemud [7].

BrisiBIeHBI KapAMONPOTEKTOPHBIE CBOMCTBA MEKCH]IO-
na. [lpemapar BoccTaHaBIMBAaeT 3ICKTPO(UIHONIOTHYEC-
CKHE TMapaMeTpbl CHHYCOBOTO y3Ja (IPOIOJIKUTEIFHOCTD
nHTepBaia PP u BpeMs BoCcCTaHOBIICHHS] aBTOMATHU3Ma CH-
HYCOBOI'0 y3I1a), IPeAOTBpaIlaeT yBeJIUUYEeHHE POJOIKHU-

I ®I'BHY “Hay4HO-HCCIeI0BATENBCKON HHCTHTYT (hapMAKOTOTHH
uM. B. B. 3akycoBa”, Poccusi, 125315, Mocksa, banruiickast yi., 8.
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TENMFHOCTH J(QEKTUBHBIX pEPPAKTEPHBIX IEPHOIOB
npeAcepanii, aTpHOBEHTPUKYIAPHOTO y3J1a U KelyI0uKOB
B YCIIOBUSAX OKKIIIO3UM KOPOHApHOU apTepuu y Kouiek [8].
B xomruiekcHON Tepanuu OOJIbHBIX HIIEMHYECKOH 0oie3-
HBIO Ccepjlla Mpernapar HOpMaju3yeT MoKa3aTelld BapHha-
OETTbHOCTH pUTMa Cep/lla, YCUINBas aHTHAPUTMUYECKUN
a¢ ekt Oera-aapeHoOI0KaTOpoB [S]. AHTHAPUTMUYECKHMA
3¢ derT MekcuIoIa 0OHAPYXKEH B OMBITaX HA KOIIKAX MPH
BBEJICHUM AKOHHUTHHA B IOJIOCTb YETBEPTOIO KEIy[OYKa
Mmo3ra. OfHako Ipenapar He HpeaylpexaaeT pa3BUTHE
ApPUTMUI, BBI3BAHHBIX BHYTPUBEHHBIM BBEICHUEM aKOHH-
THHA, a TAKKe HE IPEIOTBPAIIACT THOCIH KHBOTHBIX U HE
YBEJIMYHUBAET MIPOIOJDKUTEIIHOCTD MX JKU3HU MOCIIE BHYT-
PUBEHHOTO BBEIEHU XJIopuaa Kanbius [S5]. CiaenoBatens-
HO, Pe3yNIbTaThl SKCHEPUMEHTAIBHOTO M KIMHUYECKOTO
W3y4YeHH aHTHAPUTMHUYECKON aKTUBHOCTU MEKCHIOJIA He
OTIIMYAIOTCS OAHOPOTHOCTBIO, & TAKUX CBEJCHHUN B JINTE-
parype o TeMHUCYKIMHATE 2-3TUJI-0-MEeTHII-3-THIPOKCHUITN-
pHUAMHA MBI HE OOHAPYKHITH.

Lenpio paboThI SBUIOCH M3YUCHHUE BIUSHAS TEMHCYK-
UHAaTa 2-3TUI-6-MeTHII-3-TUAPOKCUTTUPUIMHA HA Hapy-
LICHUS PUTMa CEpAlLa, BbI3BaHHBIC XJIOPUIOM KajbLUs
WIA aKOHUTHHOM B CPaBHEHHM C MEKCHJOJIOM M STaJIOH-
HBIMU aHTHAPUTMHYECKUMHU TIperapaTamH.

METOAbl NCCNNEAOOBAHUA

OnbITH POBE/ICHBI Ha 342 OesbIX HETMHEWHBIX 0O/p-
CTBYIOIINX KpbIcax-cammax maccoit 160 — 200 r (murom-

Tabnuua 1. OcTpas TOKCHYHOCTD HCCIEAYEMbIX COeAUHEHU

Coenunenue LDys, MIr/Kr, BHyTPUBEHHO

I'emucyxkiunar 2-3Tui-6-Me-
THIT-3-TUAPOKCUITUPHINHA
Mekcuaomn

320 (301,2 = 338,8)

350 (332,5 = 367,5)
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Puc. 1. Brnusaue remucyknuHara 2-3THI-6-MeTHII-3-THAPOKCHITU-
puauHa (50 MI/KT BHYTPHBEHHO) Ha (GUOPWILIIMIO JKEITYHTO0YKOB
CepAIa, BEI3BAHHYIO XJIOPHUAOM KalbIHA. ¢ — (GUOPHMIIALNS, BBI-
3BaHHast XJIOPHAOM Kanblys (300 MI/Kr BHYTPUBEHHO). O — BIMSHHE
XJIoprAa Kanelus Ha Qone meiictBus coenumHeHus. CBepXy BHH3:
¢on, uepe3 30¢c, 1,5, 10, 15 u 20 muH nocie BBeISHUsI XJIOpHIa Ka-
JIBITHSL.

HUK “CronboBas’), colepKaBIINXCs B YCIOBHUAX Jlabopa-
TOPHOTO BUBAapus IpU 12-4acOBOM CBETOBOM PEXHME CO
CBOOOIHBIM JOCTYIIOM K BOJC M CTAaHAAPTHOMY KOPMY.
OKCHEPUMEHThI IPOBOAMIM C COOJIIONEHUEM 3ITUYECKHX
MpaBUJ TYMAaHHOTO OOpalleHHs C >KUBOTHBIMHU, YTBEp-
KICHHBIX dTHYecKol komuccueir ®I'BHY “HUU dapma-
xonoruu uM. B. B. 3akycosa”.

AHTHApUTMHUYECKYIO aKTUBHOCTb M3y4aJl B COOTBET-
CTBUM C METOIMYECKHMHU PEKOMEHJAIUSIMH 10 JTOKJINHH-
YECKOMY HM3YYCHHIO aHTHAPUTMUYECKHX JICKaPCTBEHHBIX
cpencts [4]. B pabote ucmonb30BaHbl 2 MOCTH HapyIle-
HUIl CepIeyHOro pUTMa: XJIOPUIKAIbLUEBAas U aKOHUTH-
HoBas. KpbIChl ObUIN paz/ienieHbl Ha CIEAYIOUIHE SKCIIePH-
MEHTAaJIbHBIE TPYIIBL: | — U3ydyeHHe OCTPON TOKCHYHOCTH
TeMHUCYKIMHATa 2-3TUI-0-MEeTHII-3-THIPOKCUTTUPHUINHA 1
Mekcunona (n =43); 2 — u3y4eHue BIUSHUS TeMHCYKIH-
Hara 2-3TUI-6-MeTWI-3-TUIPOKCUIIUPUIMHA U MEKCUI0IIa
Ha HapyLIEHUs CEPAECYHOIO PUTMa, BHI3BAHHBIE XJIOPUIOM
KaJblHsg B O0NbIION 03¢ (1 = 152); 3 — u3ydeHue BIus-
HUS TeMHUCYKIMHATA 2-3THII-0-METHII-3-THPOKCUITUPUIH-
Ha U MEKCHJI0JIa Ha HapyIICHUS CEpACYHOTO PUTMA, BbI-
3BaHHBIC aKOHUTHHOM (1 = 147).

OcTpyt0 TOKCHYHOCTH BEIIECTB M3Y4alld C OMpeselie-
HHUEM JieTanbHOU 035! (JI[15,) Ha KpblcaX IpH BHYTPUBEH-
HOM BBCIACHUMU. PeSyJ'H)TaTLI HUCCJICAJOBAaHHUA OLICHHUBAJIN YC-
pe3 2 Henenu MOcCie BBEACHUS COeAMHEHUH. JleTampHyro

Tabsuua 2. BausiHHe reMHCYKIMHATA 2-3THJI-6-MeTHI-3-THIPOKCH-
NMUPUIMHA HA BBDKMBAEMOCTD JKUBOTHBIX B YCJIOBHAX XJIOPHAKANBIH-
eBoii Mogenn aputMud (350 Mr/Kr BHyTPHMBEHHO)

| Bpewmst

R, Mﬂ P W\NW\;
P T el AN e
o WS

1 i

S NN

10 v _)"\/\-}\\;’\J\Ef\f\f\d‘\q}'\}\l
15 NN

20 winn /\k\«W\W\;\r \r\(\«\j

Puc. 2. Bnusuue mexkcugona (75 MIr/Kr BHyTPUBEHHO) Ha GUOPHII-
JUSIIUIO JKETyZOYKOB Cep/la, BBI3BAHHYIO XJIOPHJOM KalbIHA. d —
¢ubpmuALys, BeI3BaHHAS XJI0puaoM Kansius (300 Mr/kr BHYTpH-
BEHHO). 6 — BIMSHHE XJIOPU/A KAJIBIKS Ha ()OHE EHCTBUSI COeIHE-
Hus. Ceepxy BHU3: ¢oH, yepe3 30 c, 1, 5, 10, 15 u 20 muH mocne
BBEICHHUS XJIOPHA KAJIbLIHA.

no3y (JIJs,) ¢ 1OBEepUTEIBHBIMU TPAHUIIAMH BBIYHCISIINA
o meroxy Musuiepa u TeliHTEepa MpU YpOBHE BEPOSTHO-
ctu p <0,051].

XJTOpUIKANBINEBYI0 APUTMUIO BBI3BIBAJIH BBEICHHEM
10 % pacrBopa xmopuga kanbuus (250 — 350 Mr/kr BHYT-
puBenHo). Yepe3 1 — 2 MuH Tociie BBEACHHS XJIOpHIA
KaJbIUs BO3HUKACT (PHOPWILIALUS SKEITYTOYKOB CEpIIa.
TUNMUYHBIA X0/ SKCIIEPUMEHTa COCTOSII B TOM, YTO B Ha4a-
Jie OmbITa MoAOMpaI J03y PAacTBOpa XJIOpHUAA KallbIUs,
BBI3BIBAIOIIYIO JIETAJbHYIO (DUOPMILISALMIO SKEITYIOYKOB.
Hccnenyemble COeAMHEHUS! BBOAWIM B XBOCTOBYHO BEHY
JKUBOTHBIX 32 | — 2 MUH 10 BBEJCHUS XJIOPHUJA KaJIbIHSL.
OKI' peructpupoBanu BO BTOPOM CTaHJApTHOM OTBEIE-
Hun yepes 30 ¢, 1 — 5 — 10 — 15 u 20 MuH nocse BBeJACHUS
XJIOpHJa KaJbIHs C MOMOIIBIO 3IeKTpokapauorpada Ilo-
m-Crektp-8/B (“Heiipocodt”, Poccust), coennHeHHOTO ¢
KOMIIBIOTEPOM. AHTHApUTMHUYECKUH 3(dexT oleHnBan
M0 YMEHBIICHUIO KOJMYECTBA CIy4aeB JieTalbHOU (Hhno-
PHUIAIMN KETYJOUKOB CepALa. 3HAYUMOCTh JAHHBIX MO
BBDKMBACMOCTH KUBOTHBIX ONPEACISUIN ¢ MOMOIIBIO KPH-
tepus Puiepa.

AKOHUTHHA THAPOXJIOpHUJ BBOIWIM B mo3ax 30 —
40 mxr/kr BHyTpuBeHHO. Yepe3 1 — 3 MuH mocie BBele-
HUsSI aKOHWTHHA PAa3BUBAUCH HAPYIICHUS CEPACYHOTO
pHTMa CMENIAHHOTO IIPEICEPIHO-KEIYIOYKOBOTO THUIIA,
KOTOpBIC HOCWJIM Pa3HOOOpa3HbId xapakrep. B skcmepu-
MEHTAax HCIIOJIb30BAIH 103y aKOHUTHHA, KOTOPasi BbI3bIBA-

Tabnuiua 3. Bausnue MeKCHAONA HA BbIKHMBAEMOCTb JKHBOTHBIX B
YCJIOBHAX XJIOPUAKAIbIMEBOI Monenu aputMuu (350 Mr/Kr BHYTpH-
BEHHO)

Jlo3a, Mr/Kr,

Jo3a, Mr/kr,

B;Ieygg(l;l- K;:g:::}f:lio Tloru6mue BpokuBmme % BBDKHBIINX BHyT}l:I)(I;IBeH— Ii?g:gf:;‘j{o TToru6mme Beokupimmre % BBDKHBIIMX
KonTponb 10 10 0 0 KonTpoib 10 10 0 0
13 6 4 2 33,p<0,2 13 10 7 3 30,p<0,2
25 6 3 3 50, p £0,036 50 6 3 3 50, p 0,036
50 6 6 100, p 0,000 75 6 1 5 83, p £0,001
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Tabnuua 4. AHTHApUTMHYECKAsh AKTUBHOCTh FeMUCYKIMHATA 2-3THJI-6-MeTHI-3-THAPOKCHIMPUIMHA HA MOJIEJN XJIOPUIKAJbIMEBOil APUTMAH B

CPAaBHEHUU C MEKCHUI0JIOM M 3TAJIOHHBIMU NpenapaTramMu

Ipenapat S5, Mr/kr JI s, mr/kr AU, 50 /950
I'emucykuunar 2-3tuin-6-me- 25(16,4 — 33.,4) 320(301,2 - 338,8) 12,8
THII-3-TUIPOKCUITHPHUANHA
Mexkcunon 48(35,4 - 60,6) 350(332,5 - 367,5) 7,3
JIupoxaus [10] 8,5(8,16 — 8,81) 39,4 4,6
Bepanamuin [10] 1,1(0,034 — 1,166) 17,0 15,4

Jla HapyIIEHUs pHUTMAa CpPEAHEH TxKecTH (TOIUTOIHAS
skcrpacucronust). IKI' perucrpuposamu Bo Il crangapt-
HOM OTBeieHnu vepe3 3, 5, 10, 15 u 20 muH nocne BBee-
HUsI aKOHMTHHA. Vccienyemble BeljecTBa BBOJMIM IPO-
¢unakTuyecku 3a 1 — 2 MHH BHYTPUBEHHO /10 BBEICHUS
akoHUTHHA. KpurepueM MNoJ0KUTENBHOTO 3 deKTa Be-
miecTB OBUIO OTCYTCTBUE apUTMUH. D()(HEKTUBHYIO J03Y
OJl5, 1 1OBEPUTEIbHBIC I'PAHUI[BI BBIYUCISIIA [0 METOIY
Muinepa u Teiinrepa npu yposHe BeposiTHOCTH p < 0,05.
O TepaneBTUYECKON HIMPOTE UCCIEAYEMBIX BELIECTB CY-
WA TIO BEJIMYMHE aHTHApUTMUYecKoro mHaekca (AN),
IIPEJCTABIAIOIIEI0 OTHOILIEHUE JeTanbHOoi 1036l JI/I5, K
s dexruBHOi H03e D5

PE3YNbTATbI U UX OBCYXAEHUE

OcTpast TOKCHYHOCTh TeMHCYKIIMHATA 2-3THJI-0-Me-
THI-3-THAPOKCHITUPHUIMHA U MEKCHI0J1a

HccnenoBanue BHINOIHEHO Ha 43 HeNMMHEHHBIX O0apCT-
BYIOIIMX KpbIcax-camiax maccoir 200 r mpu BHYTpPUBEH-
HOM BBeICHHMHU. B KauecTBe pacTBOPUTENS HCIOIb30BAIH
alMpPOTeHHYI0 BOAY M1 MHBEKIMW. M3ydeHuwe ocTpoit
TOKCHUYHOCTH ITPOBOJMIIN HA 6 — 8 JKUBOTHBIX C UCIIOJIB30-
BaHUeM 3 u Oosee 103. Pe3ynbrarhl SKCIIEpUMEHTOB Mpe-
cTaBlieHbl B Ta0n. 1. YCTaHOBIEHO, YTO I'€MHUCYKIIMHAT
2-3THII-6-METHII-3-THAPOKCHITHPHUIMHA © MEKCHION 00Ja-
JTAI0T HU3KOW TOKCUYHOCTBIO.

Bausinue reMucykumHara 2-3Tuia-6-MeTui-3-ruipo-
KCUMMPUJAMHA M MEKCH/10J1a HA HAPYLIEHUS
Cep/eYHOr0 PUTMA, BHI3BAHHBIE XJIOPHIOM KAJIbIHS
Uccnenoanue nposeneHo Ha 152 kpeicax. Hccnenye-
MBbIE BEIIECTBA BBOIMJIM B XBOCTOBYIO BEHY KMBOTHBIX 32
1 — 2 MuH 110 BBeACHUS XJIOpUAa Kablns. [ eMucykinaar
2-3TUN-6-MeTUI-3-TUAPOKCUTIUPHINHA M3YYaJld B J103aX
13; 25 u 50 mr/kr; mekcumon — 13; 50 u 75 Mr/kr.
[TpoBeneHHBIE OMBITHI MOKA3aJIHd, YTO B KOHTPOJE MPH
BBE/ICHUN pacTBopa xyopuaa kaimpuus (250 — 390 mr/kr)
noru6so 10 >xuBoTHBIX U3 10. ['emucykmmuar 2-3THi-6-

METHII-3-TUAPOKCUTIUPUANHA B A03ax 25 u 50 Mr/kr npu
BBCJICHUU JI0 XJIOPHJIA KaJbIIMs MOBHIIIAT BIKHBAEMOCTh
>KUBOTHBIX OT 50 10 100 % (Tabn. 2). Mekcuaon Takxe B
3aBHCUMOCTU OT J03bl YBEIMYMBAJ BbIKHUBAEMOCTb KU-
BOTHBIX OT 50 mo 100 %. OmHako mo3sl Mekcumona (50 u
75 Mr/kr) ObUTM BBIIIE, YeM Y TeMHCYKIIMHATA 2-3THI-6-
METHJI-3-TUAPOKCHIIpUInHA (Ta0M. 3). Y BEDKUBIIHX K-
BOTHBIX He BbIsABIIeHbI HapylieHus: DK (puc. 1 u 2).

TakuMm 00pa3oM, TeMHCYKIMHAT 2-3THJI-6-METHI-3-
THUIPOKCUTIMPUINHA U MEKCHJIOJ B YCIOBHAX XJIOPHIKAIb-
IIUEBON MOJICITH apUTMUH TIPOSIBIISUTH aHTHAPUTMHYECKYIO
aktuBHOCTh. [lpm ompenenennu AU wmccnemyembIx Be-
LIECTB YCTAHOBJIEHO, 4UTO 110 BennyuHe Al reMucykumHar
2-3TUI-6-MeTWI-3-THAPOKCUITUPUMHA IPEBOCXOANUT MEK-
CHUJIOJI, TIpenapar CpaBHEHUs JIMAOKAUH U HE YCTYIaeT Be-
paramMuily, 4To CBHJIETENIBCTBYET O LIMPOTE TeparieBTHYe-
CKOTO JICHCTBHSI 3TOTO COeMHEHUs (Tad. 4).

Bausinue reMucykuuHara 2-3Tui-6-MeTusi-3-ruipo-
KCHUIHUPUIUHA U MEKCH/0J1a HA HAPYLIEHUS
Cep/IeYHOro puTMAa, BbI3BAHHbIE AKOHUTHHOM

OmbiTel IpoBeieHs! Ha 147 xuBOTHBIX. [ eMucykumHaT
2-3TUN-6-MeTHI-3-TUAPOKCUTTUPUINHA U3yl B J103aX
12,5; 18 m 25 mr/kr, Mekcumon — B go3ax 15; 25 u
50 mr/kr. IToka3aHo, 4TO B YCJIOBHSIX aKOHUTHHOBOW MO-
JIeTH apUTMHAW TEMUCYKIMHAT 2-3THI-0-METHII-3-THIPO-
KCUTTMPHJIMHA B J1o3e 18 Mr/kr obnamaer aHTHApUTMUYE-
CKOM aKTHBHOCTBIO U 110 BennmuuHe AV nmpeBocxoauT mpe-
maparsl CPaBHEHMS JIMJOKAaUH M HOBOKamHaMuj (Taln.s,
puc.3). Mekcuaon He o0iaJaeT aHTHAPUTMHYECKON akx-
TUBHOCTBIO Ha MOJICJIM aKOHUTHHOBOW apUTMHH, YTO CO-
TJIaCyeTCsl C INTEPaTypPHBIMU JAHHBIMHU [5].

Takum 06pa30M, MMPOBCACHHOC MCCICAOBAHHUEC YCTAHO-
BHWJIO, YTO TEMHUCYKIMHAT 2-3THJ’I-6-M€TI/IJ’I-3-FI/I,I:[pOKCI/IHI/I-
puavHa MpPOABJIACT BBICOKYHO AKTMBHOCTb WM Ha MOICIH
aKOHUTUHOBOM APpUTMUH, YTO XapPAKTCPHO IJId aHTHAPUT-
mukoB | kmacca. Kak H3BCCTHO, BOSBHUKHOBCHUEC apUTMHUU
1o BIIMAHHUCM AKOHHUTHHA CBA3aHO C UBMCHCHUCM (l)YHK—

Tabauua 5. AHTl/[apl/[TMl/l‘leCKaﬂ AKTUBHOCTb Fr€eMUCYKLIIMHATA 2-3Tl/l.l'l-6-MeTl/lJ'l-3-l‘l/lllp0KCl/ll'll/lpl/lle/[Ha U MEKCHI0J1a HA MOJEJIM AKOHUTHHOBOI

APUTMHMHU B CPABHCHHMH C 3TAJIOHHBIMHU MpenapaTraMu

[pemapat M5, Mr/kr JI s, Mr/kr AW, TIN50/
l'emucyknunar 2-3Tuin-6-me- 18,0(12,3 —23,7) 320,0(301,2 + 338,8) 17,8
THJI-3-THIPOKCUITHPHIMHA
Mexkcumon - 350(332,5 + 367,5) -
JInpokaun [10] 7,8(5,6 — 10,8) 39,4 5,0
HoBokannamup [11] 41,0 110,0 2,7
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Puc. 3. Brnusaue remucyknuHara 2-3THI-6-MeTHII-3-THAPOKCHITU-
pununa (18 MI/kr) Ha HapYNICHUS] CEPJCYHOTO PUTMA, BBI3BAHHBIC
AKOHUTHHOM. d — QpUTMHH, BEI3BaHHBIC aKOHUTHHOM (40 MKI/KT). 6 —
BIIMSHUC aKOHUTHHA Ha (poHEe AeUCTBUs coenuHeHus. CBepXy BHH3:
don, wepes 3, 5, 10, 15 u 20 MuH moCIIe BBEJICHNS aKOHUTHHA.

U OBICTPBIX HATPUEBBIX KAHAIOB BO30yIUMON MeMOpa-
HBI ¥ YBEIIMYEHUEM UX IPOBOAUMOCTH. Crienn(puiaecKuMu
OJIOKaTOpaMH HX SBIAIOTCSI TETPOAOTOKCHH, a TAKXKe JIH-
JIOKAaWH Y €ro aHaJIOI!.

CrnenoBaTeiabHO,
TUJIPOKCUIIUPHUIMHA MPOSBIIACT BBIPAKEHHYIO aHTHAPUT-
MHUYECKYIO aKTHBHOCTb Ha 2 CTaHJApPTHBIX MOJIEIAX apUT-
MUH (XJOPUIKAIBLUEBONH U aKOHUTHHOBOI), UMEET Ipe-
HMMYIIECTBO TI0 HMIMPOTE TEPANEBTUYECKOTO JIEHCTBUS Tie-
pen aHTHapUTMUYECKUMH Ipenaparamu | kimacca (mmo-
KanH, HOBOKaWHaMHJ) W HE YyCTymaer mnpemnapary [V
KJiacca Bepamamuiy [10, 11].

TEeMHUCYKIIMHAT  2-3TUJ-0-MeTHII-3-

Crnenyer OTMETHTb, YTO AHTHAPUTMHUYECKas aKTUB-
HOCTb T€MHUCYKLUHATA 2-3TUII-6-MEeTHUII-3-THIPOKCUITUPH-
JIMHA COYETAETCA C ero CIIOCOOHOCTHIO YCUIIMBATh KPOBO-
cHaOKeHUE MO3Ta Y KPbIC TIPH €T0 UIIEMUYECKOM TOpaKe-
Huu [6]. MI3BecTHO, 4TO paccTpONCTBA CEPACYHOIO pUTMa
MOryT 6LITI> 06ycn03nem>1 TAaKKC U HApYUICHUSIMH MO3I0-
BOTo KpoBooOpamenus [5, 12]. MOXXHO NIOIyCTHTh, YTO
3Ta COCOOHOCTh TEMUCYKIIMHATA 2-3THI-0-METHII-3-TH/I-
POKCUIIUPUANHA UIPAET MOJIOKUTENIBHYIO POJIb B peaiu3a-
UM aHTHAPUTMHUYECKOTO 3P (heKTa COeTUHECHUS.

1

BbIBOAbI

1. Ha mozmenu apuTMuu, BBI3BAaHHOM XJIOPHIOM Kallb-
LUs1, TEeMUCYKIMHAT 2-3THII-0-METHII-3-TUIPOKCUITUPUIH-
Ha (25 u 50 mr/kr) 1 mexcuoia (50 u 75 Mr/Kr) nposiBis-
IOT aHTHAPUTMHYECKYI0 AaKTHBHOCTb. | eMHCYKUIHHAT
2-3TUI-6-MeTWI-3-ruApoKkcunupuauta no AWM mpeBocxo-
JUT MEKCUIOJN U Mpernapar CpaBHEHUs JIMIOKAauH U HE yC-
TyTaeT BeparnamMuiy.

2. l'emucyknuHar 2-3THII-6-METHII-3-THIPOKCUITUPHUTH-
Ha (18 MI/KT) OKa3bIBaeT aHTHAPUTMHUYECKOE JEUCTBHUE Ha
MOZIeIM aKOHUTHHOBOW apUTMUM U 10 AU cyliecTBeHHO
MIPEBOCXOAMT IMPEeTaparbl CPAaBHEHUS JIMIOKaUH U HOBOKAH-
HaMuz. MekcH10M1 OTOOHBIM JISHCTBHEM HE 00JaaeT.
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ANTIARRHYTHMIC EFFECTS OF 2-ETHYL-6-METHYL-3-HYDROXYPYRIDINE

HEMISUCCINATE IN COMPARISON TO MEXIDOL

A. l. Turilova, T. S. Gan’shina, N. I. Avdyunina, B. M. Pyatin, and R. S. Mirzoyan

Zakusov Institute of Pharmacology, ul. Baltiiskaya 8, Moscow, 125315, Russia

Based on the results of experiments on nonlinear white awake male rats it is established that 2-ethyl-6-methyl-3-hydroxypyridine hemisuccinate and mexidol
exhibit a pronounced antiarrhythmic (antifibrillatory) activity on the calcium chloride arrhythmia model. The maximum effect was observed for hemisuccinate
2-ethyl-6-methyl-3-hydroxypyridine. This substance, unlike mexidol, also showed high activity on the model of aconitine arrhythmia, which is typical of class I
antiarrhytmics. Mexidol did not show this activity. Consequently, 2-ethyl-6-methyl-3-hydroxypyridine hemisuccinate possesses a wider therapeutic spectrum
than the well-known antiarrhythmic drugs of class I (lidocaine, procainamide) and is comparable in this respect with class IV drug verapamil.

Keywords: 2-ethyl-6-methyl-3-hydroxypyridine hemisuccinate; mexidol; aconitine induced arrhythmia; calcium chloride induced arrhythmia; acute toxicity;
anti-arrhythmic drugs; rats.



