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Effects of N—ethyl perhexillne on His bundle
electrogram In rabbits

YAQ Jian—An, ZHANG Bao—Heng, WU
Feng—Jian (Depariment of Pharmacology. School of
BRasic Medical Science, Beijing Medical University,
Beijing 100083, China)

ABSTRACT  N—Ethy} perhexiline {NEP), 2 drug
was synthesized for the first time by Department of
Drganic Chemistry, Faculty of Chemistry, Beijing
University. The effects of NEP on the A—V conduc-
tion and intra ventricular conduction were studied in
the anesthetized rabbits by recording His bundle
clectrogram (HBE) and electrocardiogram (ECG).
NEP 3mg - kg~' iv prolonged A~H, P—R and R—R
intervals. When NEP 6 mg + kg' was given, the
above changes became morc significant, with A—H
interval from 52+ 7 to 65+ 9 ms, P-R interval from
65t64to 76+ 8 ms, R~R interval from 207+ 9 1o 230
+9 ms, and H-V interval from 19+ 3 to 23+ 5 ms.
The effects of NEP were similar to that of
perhexiline, but the effects of NEP on A—H and P-R
intervals were stronger. NEP 6 mg « kg' iv antago-
nized shortening effect of nicotinamide 0.5 g - kg™
on A—H interval in rabbits. When isoproterenol 10
Hg - l|:g'1 was given } min after NEP 6 mg - kg™
iv, the A--H interval prolongation induced by NEP
was, greatly inhibited. The results suggested that the
prolongation effects of NEP on A—H, P—R and R—R
intervals would be the results of its calcium-—-channel
blockade.
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RESULTS
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Fig 1. Effects of ¥—ethyl perhexiline (NEP) and
perhexillne {Per) on A—H, H-V, P-R and R—R Inter-
vals in the nnesthetized rabbits. () Sallme, (@)
NEP3mg-kg?!, (x} NEP&6mg- kg™', (T
Per 6 mg- kxg'. na=5% x = SD. “P>0.08
"P<005, """P<0.01 vs before drugs.

mg « kg EHR . £53 iv NEP 5% Per S
A-H B 55+ 5ms 58 59+ Tms HF 85+
10 ms 2% 80+ 7ms, 4 FIEHK S5%F1 36%,
iviso i A—H {63 XA FI 95/ % 66+ 8 ms
67+ 3 ms (P<0.01, Fig3). M4, 5 Fig1
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Fig 2. Effects of NEP and Per on A—H interval short
emed by lv nicotinamide 0.5 g+ kg™’ inrabblts. (O}
NS, {(#) NEP6mg-kg', (x) Perfimg-
kg'. n=5 i t SD. "“P>005 °"P<0.05,
"""P<0.01 ys before drugs.
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Fig 5. Effects of |soproterenol (Iso) on the A—H inter-

val prolonged by Iv NEP and Per. (O) NEP 6 mg +
kg'', (@) NEP 6 mg- kg' + Iso 10 ug - kg ',
(x) Per6mg kg™, () Per6mg-kg”’ +Iso
0ug-kg'. A=5, TtSD. "P>0.05 ""P<0.05,
""*P<001 vs NEP or Per.

EEBERT A, IER ISR F NEP6mg -« kg™ {#
A-H K 25%, LEBEE®HEE
A-H FIEEE 5S%. A EEN.

DISCUSSION

Z Wil R % HBE A1 ECG MR E &
L, NEP fJ3E& A-H, H-V. P—-R #il R-R
. RAHEEESROERESAERS
R, EEVLEERE®. LEEHRIFR

= 169 -

F, BEH A-H HBHERER, Xenjgeyy
H¥HEFOHREEA XK. BIERATLH NEP
5 umol » L™ WHEEBLFL R ML Sh PR £ 0 40 1o
FREB(V AW EER, BRI iEnt
HAMRMEEMR, X TR NEP B 8.L% Rt
FHERL. MWAARICEZR S, NEP HI Per %)
A—H RIHARIRE K fE A FpEE i (g4, (R EA
5 B SRR YE R AR,

Nic W A-H B EZHEER,. DALR
iE B Nic BI3X #4855 3805 &0 00 8 A7
B0 RIS E %Y NEP BT Nic 4548
A-HMWMER. £E NEPEKBFEHS
Y R -y B4 3 3 BEL P P A 6™,

Iso R4 G BERY X440 th NEP 2 Per 51
Y A—H [IAERAIEM, SEEELL Iso ¥
B ¥538 3K BH #5770 4E R0 K S R i O AL 48 77
L FEN Iso WY AEA M i R A A
cAMP. {EBS@ENEL, AWMU T NEP
i Per WIfEHE.

REFERENCES

I Meng HP, Zhang BH. Cardiovascular effects of
N—ethyl perhexiiine maleate in animals, Acta
Pharm Sin 1985; 20 : 401

2 Mcng HP, Zhang BH. Calcitm antagonistic ac-
tion of MN-ethyl perhexiline maleatc. Acx
FPharmacol Sin 1986; 7 : 239

3 Jin WZ, Zhou CM, Zhang KJI  Effects of
nicotinamide on atrioventricular conduction in
rabbits. Acta Fharmacol Sin 1984; § - 177

4 Wang HZ, Wang DY, Zhou CM, Zhang KJ.
Effect of nicotinamide on rabbit sinus node cell ac-
tion potential and analysis of its mechanism.
Acta Pharm Sin 1985; 200 : 340

5 Noma A, Trisawa H, Kokobun 5. Kotake H,
Nishimura M. WAtanabe Y. Slow current sys-
tems in the A~V node of the rabbit heart. Na-

* ture 1980; 28BS : 228

6 Fleckenstein A. Calcium antagonists and calcium
agonists: fundamental criteria and classification.
In: Fleckenstein A, Van Breemen C, Gross R,
Heffmeister F, eods. Cardiovasewlar effects af

dikydropyridine—type calcium antagonists and


http://www.cqvip.com

+ 170 -

agonists. Berlin: Springer, 1985 ;. 3-31

7 Mayler WG, Dillon JS, Daly MJ. Cellular sitcs
of action of calcium antagonists and
p—adrenoceptor blockers. In: Opie LH. ed.

o I . e AR

PEHESFIR  Acta Pharmacologica Sinica 1991 Mar; 12 (2) :

Calfcium "antagonisis and cardiovascufar disease.
NY: Raven Press. 1984 : 181-91 (Katz AM.
ed.  Perspectives in cardiovascufar research:
vol 9)

B P D R

170—172

FR &8 2 B3t 0 AILE R R S E BB AT Y B i
FRE' REL RAR (LEMCELEEER, 7% 710061, HE)

Effects of metoclopramide on slow response action
potentials of myocardlum
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ABSTRACT  The effects of metoclopramide (Met)
on the action potential of rabbit sinus node cells and
slow response action potential of puinea pig papillary
muscles were studied with the
microclectrodes. Met 10 ymol - L™ prolonged the
acrion potential duration at 90% repolarization
(APDy) of SA node cell and sinus cycle length
(SCL). Met 100 ymol « L™ caused a decrease in ac-
tion potential amplitude (APA), V,,, and the slope
of phase 4 of action potential of SA node cell
APD,, and SCL were prolonged further. For slow
response action potential induced by KCl1 (25 mmol -
L™, Met 100 gmol« L' produced a decreasc in
APA and depolarization rate. Met 10 gmol - L'
began to suppress the spontancous clectrical activities
induced by barium ion. These findings suggest that
Met probably has the cffect of blocking calcium in-
ward current in myocardium.

intracellular

KEY WORDS metoclopramide; sinoatrial node;
papillary muscles; action potentials
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