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Assay of pegative inotropism of bepridil on isolated
puimes pig left atrinl myocardism by simulating con
stamt rate of absorption and elimination

ZHU Yuan. CHEN Ding-Ding. SU Ling, DAI
De—Zai (Research Division of Pharmacology, China
Pharmaceutical University. Narjing 210009, China)

ABSTRACT The pharmacodynamic characteristic
of negative inotropic effect of bepridil on isolated
guinea pig cardiac atrium was conducted by gradient
perfusion with constant rate of bepridil ranging from
0—20 gmol L' and inverse, simulating a fixed
pharmacokinetic parameters of X, and K, respec—
tiviy, A counter—clockwise hysteresis loop of negative
inotropism of bepridil was presented. FixingC,, T,
ad £ by pharmacokinetics / pharmacodynamics
(PK / PD) non—parameter model, the hysteresis loop
was collapsed in figure plotting €, against E. The
estimented K_=0.03+ 0023 h™, an apparem
T, of pharmacological effect was measured, and

al;out 80-fold as long as the pharmacokinetic
T1. It was suggested that the long— lasting effect

i
of bepridil was partly due 10 the slow elimination rate
from the effect compartment,

KEY WORDS  bepridil, heart atrium: myocardial
contraction
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MATERIALS AND METHODS
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ms, JEREHBEE 15 AR RN AR REHF
ICRUUBEEL. U THBEEGSRA Bep WEM
0—20 ymok L™ 3t 0.2 L, M 5 &)\ 20—0 pgmol L™ 2
WO2L, ERIECHRMAEE Rl M i
E Bep(Cp): 3 L1 Bep 4952 M WLAS /Co AL 23 W e i 1
e 025 AR iR £).

Bep iUM5E FUEFIH S ml, w50 ul NaOH 1.0
mol* L MEDE 50ml B S mn)E, 8BS
min, B _EEFHUET 254 nm™ TR i 4). £
FirRE LR E S SRR ) Bep M. AESRN
B, ¥ Bep &AL 0.0064, 0.032. 0.160, 0.300,
4.0, 100, 20,0 ug- mi™' P EF LB, 7E 254 nm 4b
W A REFHEMRZER EIS 5 R

£ 3ok B § R N CIE: 8 e nl i € o P
AiESHRNEFETANLS BFSLERER
SERSBREFRLIE(RER).

RESTULTS

HEAHER Bep &N 10ER Bep RATE
IR, B C, MMk fiMiE. 2 C, kB
.  FCuEEeE BE LA ZY BUL T 424 10%, Hife#
AN TR (HEGENH 0%, BAHHE 52
T 10%. Z)SRC, WM/ A BT, HIER
ERFCER R, EMERT -2 slEe. %
BERES] 0.6+ 0.3 pg+ ml™ B, Z2 55 LA A W EL 5 26
BT 442 11%, SIEMERE— C, Bays 12
T 6%, ML 3.7 M. W Fig 1-2.
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Fig 1. Bepridil concentration in perfusion liquid (C)
and perfusion time. n=8, 3t 5
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Fig L Negative inotropic action (the changes of
cotractile force. mg) and bepridil comcemtration
(@: im perfusion liquie. C; X : in effect compart-
ment, C, pg* mi'). n=8&

DISCUSSION
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Tab 1. Effect of bepridil (from 0 to 20 jonol- L™, then from 20 to 0 ;mel- L™) on contractile force In guinea pig
isolated left atrivm. »=8, x* s C,; determined concentration in perfusion liquid; Fc: force fo contraction;
Effect: change of contractile amplitude (%), ’

Time / C,/ Predicted CIP/ Predicted C,_ / Fc/ Effect / Predicted
min pg* mi™ pg* ml” ug+ ml™ mg % Effect ” %
7 0.09+ 0.21 0.09+ 0.21 0+ 0 270+ 40 56x19 56+ 1.5
14 021+ 023 021+ 023 0.03+ 0.04 260+ 40 8§+ 4 8+ 4
21 06+ 03 06+ 03 0.124 009 240+ 40 124 6 12+ 6
26 09+ 03 09+ 0.3 016+ 0.15 230+ 50 14+ 7 14‘_".7
31 1.1 0.4 1.1+ 0.4 031+ 0.22 220+ 50 16+ 8 . 16+ 8
36 1.6+ 0.4 1.6+ 04 04+ 03 210+ 50 2129 21+ 9
41 19+ 0.5 1.5+ 05 07+ 03 200+ 50 25+ 12 25+ 12
46 22203 22+03 081035 190+ 40 27+ 14 27+ 14
51 2605 2605 10+ 06 180+ 50 33+ 11 33+ 11
56 34+ 04 34+ 04 12+ 07 150+ 50 42+ 10 42+ 10
61 28+ 03 28403 15+ 0.7 " 140+ 40 48+ 10 49+ 10
66 23+ 03 23+ 03 16+ 0.7 120£ 40 52+ 9 51+ %
71 1805 18+ 05 1.6L 08 130+ 40 52+ 11 52+ 11,
76 15+ 06 1.5+ 06 15+ 06 140+ 50 49+ 10 49+ 10
g1 - 1.1+ 05 1.1+ 05 1.5+ 06 140+ 50 45+ 11 R 46+ 11
86 06+ 03 06+ 03 1.3: 05 150+ 50 45+ 11 44+ 11

BR3 0 pyshRdh . BE R R E R S Wbk R K 0 — ¥R ISR B A FE PO BhAE, B— MR AR
SR PK &3 HIEERMAFETARKA HAaky PK/PD HiERA. FEZAET PK AREES.
fiitt PK XK. Wi Tt BeshBEdl. BIE EEAHFHAAEUGHFHE BN HFABIE.
H PK/PD BB RB A TH RS HFEHB M4 Eﬂﬁﬂﬁﬂ?ﬁ—#&@ﬂﬂﬁl'—iﬂwmﬁﬂq e
VLC, 13 C, 3 E ¥el, el EHMN R, EHE FFRRE, SRz WERRT .

BIK M SEBMEK #EaY (K ~R,). EX :
WMAAC"— & R Bep MK FM % 33 1Sk,
I M EHRY M 32 FERA % 42+ 12 b, (3E] Bep A3 I Diblance R, Kaiz RJ. Chesler E, Alpert ]S, Spann

- JF. Long—term efficacy of bepridil in patients with
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Effects of Taryl—dihydropyridime om action potential
ventricular myocardiwm of rabbit in vivo and isolated
guinea pig lelt atrimm in vitro

LIU De—Qiang,. ZHOU Shi-Sheng', ZHAO
De—Hua, SHENG Bao—Heng (Departmert of
Pharmacology.  'Department of Physiology, Fourth
Mifitary Medical University. Xi—an 710032, China)

ABSTRACT Effects of furyl-dihydropyridine
(FDP)} on action potential of rabbit ventricular
myocardiem in vive were observed with floating
microelectrde technique. FDP 0.5 mg* kg™ iv in-
creased APD,, from 104% 7 1o 1271 7 ms. APDy,

from 146 10 to 177 9 ms (P<001l, r=7) de-
creased the heart rate from 2301 18 to 203t 20 bpm
(P<0.05). Nifedipine (Nif) 0.5 mg+ kg™ iv reduced
APD and increased the HR in rabbit. [n guineca pig
left atrium, FDP and Nif decreased the APD, the ef-
fects of acetylcholine to shorten the APD was antago-
nized by FDP 1 gmol+s L™ In rabbit’s sinoatral
nodes, FDP 0.5, | gmol> L™’ also suppressed the
APA and increased the spontancous sinus cycle length
(SCL) and APD,, These results indicate that FDP

may inhibit the Ca® and K" currents of
myocardium.
KEY WORDS pyridines; nifedipine; arrhythmia;

myocardium:  sinoatrial node; acetylcholing action
potentials; microelectrodes
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WE - ZM(FDP) 0.5 mg+ kg™ iv. 7E{K
AOsHE R frpf BAPD)E K, LM . FDPI
pmols L7 MM EBEBELHB, BN ZBEMK
(ACh)}B % APD 53¢ 4EF, FDP 0.5, | pmol* L' 3F
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0.2 1pmol- L™ 3%, ekl ® .00 APD
Y835, FFABERTHL ACh MfER. .
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MATERIALS AND METHODS
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XM R )2 HRINTAZE 150-200 ml &
WZ. "B 40050-100 ml 55, FMBAS%RZ K
400. 10%FKZBE. T5%SRAKBRE. SHPIyH



http://www.cqvip.com

