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TCREM, m-Nis ARG 24 h Gk R3E, m-Nis 1,
5 ug P MK AR, Langendortf LfE 8 ki H, B
Bk Lk 45,

x| EEERNYE, BHERMY; WEshHNE +=
TBHAHs Eohiksgks M JLE

BISCiRE D, 17 JE 2 H°F (m-nisoldipine,
m-Nis) K| bk B K MR 500 2 30 v S le FE #hF
(nisoldipine, Nis)#H{El, {HW{RM 4 TE R W%
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GUALE Zp BB E, AFE 050017)

T2, 25H RIS B REFIRRSD,
BHBMAE 1.5%0H E KME l/ﬁEﬁﬁ@
HEMNR S RARRERSYEBR.
BB 400 LR FI, CP), EBA
MERE LREFHBCREMEHZET).

FES5ER

MERRLBDNENRE %17 1,4
H 2.6+SD 0.3kg, @S}, iviiiH1g/
kg FREF, ZMIEZ) Ik & 8B W 7 3 sk E
(MBP), KNI T, B LR EATH
0.5% FEEREE K FRNBRLHESBEELL
BN, ZEPEER(MPU-0.5) MR &£ L&
W (LVPY K /e 0% N B ok b i3 (aP/
dtmux), [EIPICRFIUE AL R CH AN
RM-6200), 3 LVP {5 L) 25 mm/s 4Lt
FoLEMR), BHEH Ik mERRAZ. M
By Jo 8 4, oy BIATFIaHI B % (10 ne/ke)
m-Nis 1 Nis, 475 % & ¥ 5 1 ml/kg, i3
BPATE 30 mim N & WiE FR(E 1), 4%,
EHNBASAE B HILL Y T R % Tk,
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Tab 1. Hemodynamic effects of iv m-nisoldipine (m-Nis 10 ng/kg, n=g), nisoldipine (Nis 10
pg/kg, n=g) and solvent (S, n=5) in anaesthetized rabbits, X+SD, *p>0.05, **p<0.05, ***p< 0.0}
vs before; 'p>0.05, '/p<C0.05, t'p<<0,01 vs S; 1p>0.05 IIp<<0.05 vs Nis

After administration (min)

Before 1 5 10 20 30
MBP (kPa)
s 104+1.7 9.7+1.7" 9.3+1.6" 9.9+1,7°  9.7+1.3%  9.6+1.6%
. * R n ER ] * 8 *w
m~Nis 10.4+1.1'F  5.3+1.2M1F  6.041,8MF  7.5+0.9MF 8.1+0.71F 8.340.9**1f
. R LR R ] . I E X ]
Nis 11.3+1.5t 5,542,010  6.741,71t 7.74£1.70 8.5+1.90  8.8+2.8%%
LVP(kPa)
s 17.942.4  16.942.2°  17.6+2,3*  17.2+2.3* 17.5+1.6° 18.0+1,3°
AR ] L X 3] *®
m-Nis 17.9+1.3  14.7+0.5MF 15.6+0.91F  16.3+0.9'F 16.9+1.5%1F 17.1+1.9*'%
. LA R ] e I X
Nis 18.4+2.3t  13.5+1.21  14.8+1.11  15.2+1.1'  15.7+1.5°"t 16.3+1.7"
dP/dt_,.(kPa/s)
S 485465 445+ 57" 469 459" 465+50° 474 +52° 489+57°
* Bk *
m—Nis 452427t 355+20tHEt  302448MF  424444°1F  446+42*1 454 461°M%
. LR ] LR 2] *aw
Nis 4734511 318+ 251t 373 +18M 389 + 25t 404450%"t 427 +40%
HR(bpm)
s 265+ 21 262419 265+24* 271+20" 2714-20" 271+22°
m-Nis 2614171 241+25*1F  247427*1F  255+19°1t 264-+21%1t  265-+23*M%
Nis 273425t 2494221 261+28*1 266£26%  273426* 275+23"

Tab 2. Relationships between the dose of iv m-Nis and effects on heart rate (HR, bpm), and
diastolic blood pressure (DBP, kPa) in anaesthetized rabbits, n=¢g, X+SD, *p>0.05, **p<0.05,
***p<0,01 vs solvent (S). All p values for systolic blood pressure were>(,05

m-~Nis Before drug After drug
5 min 10 min 30 min
(ng/kg) HR DBP HR DBP HR DBP HR DBP
S 273437 10.94+0.9 270+37 10,7+0.8 268+36 10.3%0.8 270+ 33 10.5%1.2
»* » » »aw » e » »
3 284152 11.1+0.7 282+35 8.84+0.8 277+39 8.8+0.9 27840 9.6+0,5
* » * e * anw » e
5 265138 11.240.7 272 + 47 8.3+0.9 273+ 44 8.8+0.4 267+ 44 8.84+0.7
* » » ‘e * LE 2] * LR 2]
10 287429 10.94+0.8 292136 5.9+0.8 293+ 44 6.71+0.9 295454 7.7£0.7
» » " T » waw » e
15 293160 11.24+0.7 282+54 4.,9%1.2 282455 5.,6+1.1 280152 6.,3%+0.9

m-Nis 7] i} 3% (& MBP, LVP } dP/dta,,(P<< A7 & m-Nis, iCFL%R. /55, 10 %30

0.05 % 0.01), Nis %} MBP {y#Efi 5 m-Nistf  min WG4 E, £F5KER L& (K 2), m-Nis

W, {HFE{R LVP, dP/dte BWAMBTERE 7 iv 3-15ug/ke FIETEE N AR MW 45

m-Nis(p<C0.05), HiFZE®K, D3, T8 5 E 7£ 5, 10 X 30 min i3 53
m-Nis BEERAOR-BXE 230 R, Pl 3 205 & RHECr 5510 0.86, 0.85

f# 2.41+0.3kg, RIHMA, MEBERME, L  F10.88, p#<0.01).

RPZER L, BEHL 5 K5 H, B IVIEFR m-Nis & Nis id SR/ XHE % O EWD
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BB 736 FL, kT 2.4+0.2kg, 2 7
0, 200y 5, 1B ZiBiEes, AJHAtE
(R A F e 1 ml/kg,
YEVG4A45 B 1 m-Nis 7k Nis 30 71 90 ug/kg
TREN, ¥y 1ml/kg, MELLHE2h
N IILIE 2% 038k, 2 h (N5 %) AL,
m-Nis 99 pg/kg, Nis 30 ug/keg W& Fe Ik 45 H: 5
Bk Nis 30 ug/kg #b, %41 % 5 J& 20 min §j3k
EH SR, g 2h )l F(E 1), 53R
ZAAE L id Nis 30 /% 90 ug/ks, %425 J5 60-120
min P BRI R TS moNis 3R M.
m~Nis # LRI [E B PR 1 (28 AR E 4%
Ja 2 h g B 2 AT 5k e 11 A2 R E035E)
B RART A, BRG] R & ok B B
A — 25 T s iy Nis i 4T 56 B AN FE ¥ 10
M.

2 2 33 T
R SRR
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@ 164 — s —°

3‘: &e a—=h 1 ° \°

[++]

515 \.;‘-‘a o

g)) a ?. 10 E/’

[+ ]

B4 —x EZ /

9 ®

o

8

= 1% x

a 8{ \X\x
Q 40 80 .120 O 40 80 120

Time (min)
Fig 1. Effects of m-Nis and Nis administered by

intraduodenum on blood pressure of anaesthetized
rabbits, ( o ) Control; (@) m-Nis 30ug/kg; (x)
m-Nis 90 ug/kg; () Nis 30 nug/kg;(m) Nis 90
ng/kg. n=6-8. "**p<C0.01 at 40 to 120 min of
m-Nis and 80 min of Nis 30 ug/kg in diastolic,
120 min of m~Nis 90 ug/kg in systolic; **p<0.05
at 40 min of Nis 30 ug/kg and 40 to 120 min of
Nis 90 ug/kg in diastolic; *p>(.05 at all others
vys control,

X BR B Langendortf i JEBER 1K 15
R, #kdi367+758, {JIHHA, i Langen-
dorff 0ok, VL 95%0, + 5%CO, 4fFi ¥ Krebs—
Henseleit i %, 37+0.5C, pH7.4-7.5,
Bk 5.9 kPa (60 cmH,0), 2R #F 42 YL-1

Tab 3. Effects of m-Nis on coronary flow
(CF), HR, and myocardial contractile force
(MCF) in Langendorff hearts of guinea pigs.
n=5, X+8D,*p>>0.05, *"p<{0.05, *""p<{0.01

Solvent m~-Nis (ug)
control 1 5
CF(ml!/min)
before 11.2+1.3 11.0+1.7 11.1%0.7
after 11.0+1.,3% 11.9%2.1** 11.9+0,7**
HR(bpm)
before 153423 156 +20 152+19
after 147+18*  149+19*  141+16*
MCF(g)
before 15.3+1.2 14.0+2.6 15.1%£2.4
after 14.0+1.0" 11.5%£3.3* 8.,2+2.,8*"*

R HeBEH (25 8) 3 T LMS-2 A Z G4
BRAIESR (Y42 57 W4 1 (MCF), (O, SERK
GE(CBF)EaE 4y P Vv 0 B B i /. S0
4y IEFILE, m-Nis Lug L s5ug 41, A A&
¥ih 0.2 ml, BEFHTEIDKEE N, B3
LU RN T, DR T '’ Z
(#3), m-Nis 1, 5ug JFEBIMTE KRR, {0

AEmLGE; 5ug FTEANG] O UL 41,

1 ug W TG .

HMEEHRFEEORT 530 L kE
2.5+10.3ks, oM, EHLkBE WNMED
Bk, A 30 x 40 mm B2z 4%, i F Bk Tyrode’s
W2smlBER, 3 PL95%0,+5%CO, ] &
4k, 37+0.5°C, pH7.35-7.45, L) DC-
001 TR B M@ e ®ek 12k, #ik 5k
Ji2.58 IiAfaE2hg REBE ERE
(NE) & KCI =B sk EE3pi i 2%, Wi 45 71 AR
MR 0.18 ml, [ —FRAC 3 AR EL, @
7l gk m-Nis gk J7 3K B IRl — W 45771 (NE gk KCI)
B BB Rt 4P, LIRS S ol 4 R
25 100% 3L % m-Nis J5 E 3k 4 45 K
i, m-Nis 8, 32, 130 nmol/L %f NE %% &)
e £ SR FEZ (A 2 ), B % KCL T B Wl 45
BATRE e, EKCL B sn s, &
KRREEARE 2), FH 250 & & 8tk (r=
-0.86, p<0.01), pD;=8.14%0.06,
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Fig 2. Eftfects of m~Nis on the norepinephrine-
induced and KCl-induced contraction of the rabbit
aortic strip in vitro. (o) control; (e) m-Nis §
nmol/L (A), 2 nmol/L(B); (x) m-Nis 32 nmol/L
(A), 8§ nmol/L (B); () m-Nis 130 nmol/L(A),
32 nmol/L(B); (®)m-Nis 130 nmol/L(B). n=5,
x4+ SD.

m-Nis 1 Nis X G HEE HEE LUH
FIF ] F vk B m-Nis f0 Nis iz i J5, &4 M
By, E & 1 SRR AT (25 REEd
frf, REZAmEMNSEABUNESRLZER
HRBA R AT . BB R
STHCE 24 h R #7508, L KCLR B 5

o
Q .

A L1 18

Control contraction (%)
U
=)

Q

16 23 30 37 16 23 30 137
¥Cl (mmol/L)

Fig 3. Effect of light on the bioactivities of
m-Nis (A, 8§ nmol/L) and Nis (B, 8§ nmol/L) to
KCl-induced contraction of the rabbit aortic strip
in vitro, (o) Control; (e) protected from light;
( x) exposure to light, n=5, ¥+SD,

429

T O B 2 B AR e U 25 L SR IR
PTEEM: Wk (18 3). 5% 41 m-Nis 5 Nis
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Cardiovascular action of m-nisoldipine in anaesthetized rabbits and

guinea pigs

REN Lei-Ming, LI Yun-Shan, FU Shao-Xuan, JIN Chun-Jing
(Department of Pharmacology, Hebei Medical College, Shijiazhuang 050017)

ABSTRACT In anaesthetized rabbits, the
effects of iv m-nisoldipine (m-Nis) or
nisoldipine (Nis) 10 pg/kg with respect to
decreasing blood pressure were equally
potent, however, the depression of heart
contractility induced by m-Nis was weaker
than that by Nis. Diastolic blood pressure
began to fall 20 min after m-Nis 90 pg/kg
was administered intraduodenally, with the
depressing effect being longer than 2 h. In
vitro m-Nis inhibited KCl-induced contraction
of the rabbit aortic strips, and the activity

was not affected by exposing the drug to
light for 24 h. m-Nis failed to affect nor-
adrenaline-induced contractions of the same
preparation. m-Nis 1, 5ug increased the
coronary blood flow significantly in guinea
pig Langendorff heart preparations, while
heart contractility was slightly depressed.

KEY WORDS m-nisoldipine: nisoldipine;
hemodynamics; intraduodenum: aorta strip:
heart; photolysis



