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BNMUAHUE NMPOU3BOAHOINO HUBEHTAHA JIXT53-91 HA
ANMEKTPODPUINOITONMYECKUE NMAPAMETPbI CEPALA

A. A. Kotnsapos, C. M. HanankoBa, B. B. Ba6uH, C. fl. Ckauunosa’

YeranosneHo, uto JIXT53-91 meHbliie, ueM HUOCHTaH BIIHSIET HA JIEKTPOPHU3HOIOTHYC-
CKHe MapaMeTpsl cepana. B mo3e, okas3pIBaromieil mpoTHBOAPUTMHUYECKOE JIEHCTBHE U COTO-
CTaBHMOI C J1030H HUOEHTaHa, OTPUIIATEIIbHBII XpOHOTpOIHBIH dPdekt JIXTS3-91 cradee
U MeHee popopkuTesieH. OTpULaTeIbHOE IPOMOTPOIHOE IEHCTBUE COSANHEHHS MIPOSIBIIS-
FOTCS JIUIIb IPUMEHUTEIBHO K aTPUOBEHTPUKYISIPHOMY Y31y, IPOBEJICHHUE IO PEICepaUIM

1 KEJTyJOUKaM HE U3MCHACTCA.

KroueBbie cnoBa: JIXT53-91, nuGeHTaH, 35eKTpOPU3UOIOTHIECKUE NTapaMeTphl, IPOTHU-

BOAPUTMHYCCKAsA aKTUBHOCTb

BBEOEHUE

HubenTan — npoTHBOAPUTMUYECKHIA Tpenapar, peKo-
MEH/IOBaHHBIH I KyIUPOBaHHS TaPOKCHU3MOB CYIIPaBEH-
TPUKYJIIPHON TaxXxuKapAuW, MeEpUaHHs M TperneTaHus
npencepauii [S]. K coxaiienuto, 4actora apuTMOTCHHOTO
sddexra npenapara gocturaet 13 —24% [1]. Kpome Toro,
HE HUCKJIFOYEHO IMPOSBICHUE TEPAaTOreHHOT0, MyTareéHHOTO
Y KaHI[EPOTCHHOTO JIeHCTBUSI HUOeHTaHa [4].

JIXT53-91 — npousBonHoe HUOEHTaHa, coaepIKallee B
KauecTBEe aHMOHA MarHUEBYIO coJlb L-acmaparuHoBoOM Kuc-
notel. CoeuHEHNE CHUHTE3MpPOBaHO BO Bcepoccuiickom
HAy4YHOM LIEHTpe OMOJOrMYECKH aKTUBHBIX BellecTB, B
ornuune ot HuOeHTaHa JIXTS53-91 ne obmamaer Teparo-
TeHHBIM U MyTareHHbIM cBoicTBamu [3]. Ilo ciekrpy nei-
CTBUSl U NMPOTUBOAPUTMUYECKONW aKTHMBHOCTH B JKCIEPH-
MenTte JIXT53-91 He ycTynaer cTpyKTypHOMY IIpeaiiecT-
BEHHUKY [2, 3].

Lenbto  paGoThl  SBISJIOCH  U3Y4YEHHE  BIMAHUS
JIXT53-91 Ha anekTpodu3noIorniecKue mapaMeTpsl cep-
Jla B CPaBHEHUH ¢ HUOCHTaHOM.

METOAbl NCCIIEAOBAHUA

Onexrpodusnonornueckue 3pdexrsr JIXT53-91 u Hu-
OeHTaHa M3ydyald B ONBITAX HA OCCHOPOIHBIX KOIIKaX
oboero mona maccoit 2,3 — 3,6 kr. BBogHBI HapKo3 Mpo-
BOJAWIM 3TaMHHaN-HaTpueM (50 MI/KT BHYTPHOPIOIINH-
HO), ofiAepkuBatonii — 5 — 10 Mr/kr npemapara B BeHy
mo Mepe HeoOXomuMocTH. CTUMYIUPYIOUIHE 3IEKTPOJIBI
YCTaHABIMBAINA B MUOKAp]] JICBOTO MPEICEPIUs U JIEBOTO
XKemymaouka. Dnekrpokapauorpammy (OKI') perucrpupo-
Bajin B TPEX CTaHAAPTHBIX OTBCACHHUAX W MPU MNOMOIIU
ypecnuieBogHoro ekrpoaa. s 3anucu IKI' ncnons-
30Bau 31ekrpokapanorpad IKT-6; crumynsauio ocyie-
CTBJSUIA  3JIEKTpoKapauocTumynsitopoM Kopranekrpo-4.
JIJ'IH HCKyCCTBeHHOﬁ BCHTWIAUH JICTKUX IIPUMCHAIN all-
napat “Bura”.

! Kadenpa rociuransaoil Tepanuu (3aB. — A. A. AJICKCaHIPOB-
CKHIT) MEIUIMHCKOTO (haKyrnpreTa MOpPIOBCKOTO I'OCYIapCTBEH-
Horo ynusepcurera, Capanck, 430003, yi. YibsHosa, 26.
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Omnpezaensiii BeTUYMHBI TIOKa3aTeNel, XapakTepusyto-
[IMX aBTOMAaTU3M CHHYCOBOTO y3J1a, CKOPOCTb IPOBEICHHUS
BOJIHBI BO30YXKIEHHs, pedpakTepHOCTh, BO30YAUMOCTb.
W3Mepsiin  MCXOIHBIE 3HAYEHHS DIIEKTPOPU3UOIOrHYe-
ckux napamerpos u uepe3 10, 30, 50 MuH nocne BHYTpH-
BeHHON wuH(Yy3UH mpenapaToB. B KOHTponbHOH cepun
OTBITOB KUBOTHBIM BBOJMH 1 Mt 0,9% pactBopa NaCl.

Juia u3yudeHus BIUSHUS Ha 2MEKTPO(U3NOIOTHUECKUE
napaMeTpsl Cep/lla COSMHEHUS BBOAWIM B J03aX, MPOsi-
BUBIIMX CXOJHYIO IPOTUBOAPUTMUYECKYIO aKTHBHOCTb Ha
MOJIENT! PaHHHUX OKKIIIO3MOHHBIX U pernepdy3noHHBIX ap-
amuii: JIXT53-91 — 0,5 mr/kr (0,3% ot JI/15,), HuGeHTau
— 1 mr/xkr (1% ot JI]1s) [3].

[IpoBeneHo 3 cepum SKCIIEPUMEHTOB (KOHTPOJIb, C HU-
oentaHoM u ¢ JIXT53-91) mo 6 KMBOTHBIX B KaXKIIOW Ce-
pun. s cpaBaeHus: 3(h(HEKTOB UCTIONB30BAIM 3HAYCHUS,
BBIPAKCHHBIC B TIPOIEHTaX K HCXOMHBIM ITOKA3aTCIISIM.
JlocToBepHOCTH pa3iuunii Pe3ylIbTaToB OIIEHUBAIHU C TIO-
MoIIbio f-kpuTepusi CThIOICHTA.

PE3YINbTATbI U UX OBCYXOEHUE

JIXT53-91 yBenuumBaer mMTENbHOCTh WHTEpBana PP
U BpeMs BOCCTAHOBJCHUS (PYHKIHUH CHHYCOBOTO Y3IIa
(BBD®CY) B Teuenue npumepHo 20 MHUH 1OCTIE BBEICHHSI,
NP MTOCTCAYIOMNX H3MEPEHHX ATU MMOKA3aTeIH HE Tpe-

Tab6nauua 1. Bausnue JIXT53-91 u HuGeHTana Ha aBTOMATH3M CH-
HYCOBOTO y3J1a
Bpewms
ITapameTpsl Bll:eozf:;m Kontpons H?66H/TaH’ J})XSTSS}M ’
npenapa- MTI /KT ,5 Mr/kr
Ta, MUH
Hunamuka  10-20 111 +£7,1 161 +11,7% 137 £7,6*
AUWTEIS. 30 —40 121 £4,9 175+ 10,8% 124 + 7,0%*
Hoctu PP,
% 50-60 127 +7,1 193 £ 14,1*% 124 +5,2%%*
Hunamuka 10 —-20 112 +3,1 147 £ 13,9% 131 +3,4*
SBGDCV: 30-40 123+4,4 158+ 14,1% 127 43 4%%
’ 50-60 129+6,9 169 +15,1*% 133 +4,7**

IMpumeuanue. 31eck U B Tad1. 2 OTIIMYKE 1OCTOBEpHO pH p < 0,05: * — o1
KOHTpOIs, ** — OT HHOCHTaHa.
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Brustane JIXTS53-91 Ha murensHOCTH 3y6na P (a ), cermenra PQ (6 ), komriekca QRS (g).

3Be3104Ka — Pa3IH4Us CTAaTHCTHIECKH 3HAYUMBI II0 CPAaBHEHHIO ¢ KOHTpoJeM. / — KOHTpoib; 2 — JIXT53-91; 3 — nubenran.

BBIIIAIOT AHAIOTHYHBIX 3HAYCHHUH B KOHTPOJIE U MEHBIIIE,
4yeM B cepuu ¢ HuOeHTaHoM (tadm. 1).

HubenTan yBenmu4uBaeT JUIMTENBHOCTH 3yOma P B 2
pa3a Mo CpaBHEHHUIO C KOHTPOJIBbHOW cepueil. [Ipemapar
YMEHBIIIAET CKOPOCTh IMPOBEJICHUSI B aTPUOBEHTPUKYJISIP-
HoM y3ne Ha 30 —54-52% (p<0,001) u yBenuuuBaer
quTensHOCTh  mHTepBasia QRS ma 88— 82— 82%
(» <0,001) mo cpaBuenuro ¢ koHtposieM k 10, 30 u 50-i
MHUHYTaM 3KCIEPUMEHTa COOTBETCTBEHHO (PUCYHOK).

JIXT53-91 He 3amemyisieT MPOBEACHHUE TI0 MPEACEPIH-
siM. JlmuTensHOCTh cermMeHTa PQ mpermapar yBeiauunBaeT
[0 CPAaBHEHUIO C KOHTPOJIbHOU cepueit Ha 27 —21 — 12%
(» <0,05) coorBerctBenHo kK 10 —20, 30 — 40, 50 — 60-i1
MUHYTaM TIOCJIC BBEJICHUS, OJJHAKO ITH 3HAYCHUSI MEHBIIIE
aHAJIOTUYHBIX B CEPUU ¢ HUOEGHTAHOM (CM. PUCYHOK. O).
JlmurensHocTh  mHTepBama QRS mocne  BBemeHus
JIXT53-91 yBenuuuBaeTcsi HEIOCTOBEPHO IO CPABHEHUIO
C KOHTPOJIbHOU cepueit u Ha 63 — 74 — 67% MeHble aHa-
JIOTHYHBIX ~ 3HAYCHHH TMOCJIEe WHBEKIMH HHUOCHTaHA
(» <0,05), (cM. puCyHOK, B).

Ta6nuua 2. Bausxue JIXT53-91 n nudentaHa Ha peppakrepHOCTDb
Bpems

TTapamerpsr Bll:e();:lfl/lﬂ KouTtpons H?6CH/T3H’ I{)XSTSS}%’
npenapa- MTI'/KI' ,2 MI'/KI'
Ta, MUH

Junamuka  10-20 102+2,7 113+4,8 121 +20,0
AATEIE- 30 —40 107+3,4 115+39 119+12,8
Ao 50-60 106+2,8 115+3,9 126+17,1
P, % 06+2, 13, 17,

Junamuka  10-20 108+ 7.4 182+ 1,9% 198 +27,1%
AATCI- 30 —40 114463 182+ 1,9% 151 +7,0%%*
o 50-60 + +3,5% + 8,2k
P 119+5,7 184+3,5% 148482
ABY, %

Juravmka 10 -20 103 +£4,7 130 £ 1,4% 165+ 11,2%%*
AMICIb- 30 — 40 108 +4,8 136+2,9% 161 +6,2%**
o 50-60 114+7,3 139+2,0% 159+ 6,8%**
DPIly, % s 2 =0

Junavuka  10-20 103 +32 148+ 11,4% 123+12,5
AMICIb- 30 —40 112+4,3 170 +10,8% 116 + 8,8%*
S 50-60 113441 170+ 11,4% 118 + 7,8%*
QT’ % - T — 5 ]

Hubenran He M3MEHSIET MPOAOIKUTEIBHOCTh A (heK-
TuBHOTO pedpakreproro nepuona (DPIT) npencepus.
OPII arpuoBenTpukyisipHoro ysia (ABY) yBennuuBaeTcs
Ha 74 —68—65% (p<0,001), OPII xemynouka — Ha
27 —-28—-25% (p <0,01) mo cpaBHEHUIO C KOHTPOJIEM CO-
orBercTBeHHO K 10 — 20, 30 — 40, 50 — 60-ii MmuHyTaM 110-
cie BBeAeHus (Ttabn. 2). HubenTan ymaiuHseT WHTEpBal
QT na 45 —-58—-57% (p <0,01) mo cpaBHEHUIO C aHAJIO-
TUYHBIMU TOKA3aTeJSIMU B KOHTPOJILHOW CEpUU OIBITOB.

JIXTS53-91 ne wusmeHser npoposkurenbHocTs OPIT
npeacepaus, MmakcumaibHoe ysenuuenue OPII ABY no-
cruraetr 90% (p=0,008), a OPIl xemymouka 62%
(p=0,0004) o cpaBHEeHUIO ¢ KOHTposeM uepe3 10 MuH
nocie BBeJeHUs (cM. Tabi. 2). JIuTenbHOCTh HHTepBaia
QT nocne BBenenus JIXTS53-91 He npeBbllIaeT aHAIOTNY-
HbIC TIOKa3aTelld B KOHTPOJBHOH CEpUH OIMBITOB, a C
30 muH moutu Ha 50% MeHbIIE, YeM COOTBETCTBYIOIIHE
3HAYCHUS MMOCJIC MHBEKIIMU HUOCHTaHa (CcM. TaoJt. 2).

HubeHTan He yBeIMYMBAET MMOPOT BO30YKIACHHUS MPEI-
cepaust. [Topor Bo3OykaeHHUs xenmymouka depe3 10 MuH
nocje BBeJeHUs yBenuuuBaercs Ha 55%; uepe3 30 MuH
— Ha 108%; uepe3 50 mun Ha 65%.

ITocne BBenenus JIXT53-91 3naueHus mopora Bo30yx-
JCHUS TIPEICEPIUS U KEITyI0YKa He OTIMYAIOTCS OT KOHT-
POJIEHBIX.

IIpu cpaBHeHUM BIMSIHUSA COCAMHEHUH Ha 3J1eKTpodu-
3MOJIOTHYECKUE TMapaMeTpbl Cepila 3aMeTHO, YTO
JIXT53-91 umeer Gonee npuBIEKaTEIbHBIN CIIEKTP AEKT-
podusnonornueckux 3p¢HeKToB, UeM HUOCHTaH.

ABTromarusM cunycoBoro y3ia JIXT53-91 yrueraer To-
JpK0 B TeyeHre 20 MUH 1Ocje BBEJIEHUS, B TO BpeMs Kak
HHOeHTaH yBennunBaeT uaTepsail PP u BBOCY na npo-
TSHKEHUH BCETO dKCIIEpUMeHTa (cM. Taoll. 2).

Bmmsane va nmpoBogumocts y JIXT53-91 Beipakaercs
JWITH B 3aME/JICHUH TPOBEICHHS TI0 aTPHOBCHTPUKYIISP-
HOMY y311y. HUOEHTaH B HCCIIeyeMoH J103e pe3Ko yrHeTa-
eT TIPOBE/ICHHE TI0 TIPEICEPANSIM, aTPUOBEHTPHUKYILIPHOMY
Y3JIy ¥ KeIynodkam (CM. PHCYHOK).

JIXT53-91 u aubOeHTaH OKa3bIBAIOT CXOMHOE BIIMSHUE
Ha MPOAOIDKUTEIBHOCTh A(P(PEKTUBHOIO pedpaKkTepHOro
nepuoja MUOKapaa. Pazinuuus 3akiIroyaroTcs B CTENEHU
yBennueHus nponopkurensioctu OPIT ABY u xenynou-
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koB. Ilocie BBemenust JIXT53-91 mnmurensHocts DPIT
ABY yBenunuuBaercs B MeHblield, a OPII sxenyq04koB B
OOJIbIIEN CTENEHW, YeM I0CIe HHBEKIMH HHOCHTaHa.
[IpumedarenbHO, YTO W3MEHEHHUsS BEIMYUHBI WHTEpBaja
QT mocne BBenenus JIXT53-91 He oTnu4aroTCst OT U3Me-
HEHUH B KOHTPOJIBHOHN CEpUU OIBITOB, 2 HUOCHTAH yBEIIN-
guaeT QT Gonee uem Ha 50%.

JIXT53-91 He oxasbIBaeT BIMSHUS HAa BO30YAMMOCTH
MUOKap/la, HIOCHTaH 3HAYUTEIHHO, IIOYTH B 2 pa3a yBeln-
YUBAET IMOPOT BO3OYKICHUS KEITyI0uKa.
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EFFECT OF THE NIBENTAN DERIVATIVE LKhT5391 ON THE CARDIAC

ELECTROPHYSIOLOGICAL PARAMETERS

A. A. Kotlyarov, S. M. Napalkova, V. V. Babin, and S. Ya. Skachilova

Department of Clinical Therapy, Mordvinian State University, ul. Ul’yanova 26, Saransk, Mordvinia, 430003 Russia

The compound LKhT5391 (a derivative of nibentan) affects the electrophysiological cardiac parameters to a lower extent than does nibentan. Administered
in an effective antiarrhythmogenic dose (comparable with the effective dose of nibentan), LKhT5391 produces a less pronounced and shorter negative chronot-
ropic action than does nibentan. The negative dromotropic effect of the compound studied is manifested only in the atrioventricular node, while not influencing

conductivity through the atria and ventricles.





