
 

4， c I 

强 一 定} 乙 
988· BmLID1 ISSN 0953—9156 Acta Phr眦 oIogic且Sinica 中豳药理学蕈 1994 Sep I 15(5) 

WITT (Department of Biochemistry， Re— 

search Institute of Biological Psychiatry，St 

H 口ns H0spita1．DX一4o0o Roskilde，Denmar 

0lov STERNER ．0la BERGENDORFF 

(Department ofOrganic Chem istry 2，Univer- 

sity of Lund，Lund，Sweden) 

M ohgmmed KHAYYAL 

(De partment of Pharmacology， Faculty of 

Pharmacy，CairoUniversity，Cairo ，Egy pt) 

A摘要 从阿拉伯艾蒿提取到两种苯并二氮杂草 

受体的配基，毛地黄黄酮和玄参黄酮． 两种化 

合物在体外可抑制 H]地西泮和大鼠皮层细胞 

膜 的结 合 ，IC 。值分别 为1．3 m0卜L-1和23 

t~rnol·L-。． 两种化台物 GABA 比分别为1．1 

和1．2，都可少量增加[ S]TBPS的结合 ，提示 

这种化合物是苯并二氮杂革受体的拮抗剂或部 

分激动剂． 
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Effects of 3"angeloyloxy一4'-acetoxy一3’，4'-dihydroseselin Oll myocardial 

dysfunction after a brief ischemia in anesthetized dogs 
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ABsTRACT The effect of a 30-rain infusion 

of 3 angeloyloxy-4'-acetoxy一3’． 4'-dihydro— 

seselin (Pd—la)， a coumatin isolated from 

Peucedanum praeruptorum Dunn 0．1 5 mg 

·kg ·min_。on regional myocardial dysfunc。 

tion was examined in 16 anesthetized open— 

chest dogs subjected to a 15-min occlusion of 

the left anterior descending coronary artery 

followed by a 3-h reperfusion． Segment 

lengths 8f leh ventrieular wall were measured 

with an uhrasonic miero meter． The control 

cau$ed a decrease in the of segment short— 

ening (SS )throughout the reperfusion pe— 

riod 一 8)，while Pd—la ameliorated segment 

function immedlately after reperfusion and re— 
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stored the SS to 41士 51 of the baseline 

value 一 8，P< O．05 口s contro 1)5 min after 

reperfusion without any significant changes in 

eardiohemodynamies． The improvement of 

myocardial function induced by Pd—la was 

maintained at least 3 h after reperfusion． 

These findings revealed that Pd。h had a car- 

dioproteetive action in stunned myocardium． 

KEY W ORDS eoumarins；myocardial reper— 

fusion injury； hemodynamics} ultrasono— 

graphy 

0ur preyioua studies showed that the 

erude extracU of the root of a Ch-meae tradi- 

tiohal herb bai—hna qian—hu (Peucedan“ 

praerupWram Dunn，BQ)increased the coro- 

nary blood flow in isolated rabbit hearts and 

anesthetized cats(”． The racemate of 3'- 

angeloyloxy一4~acetoxy一3’，4 ihydroseselint'~ 
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(Pd—Ia)，an effective component of BQ dis— 

played a Ca channel blocking action ． But 

there is no information on the effect of Pd—Ia 

on regional myocardial dysfuction after a brief 

(< 20 min)ischemia，ie，“stunned myocardi— 

am ” (SM )．which is a critical phenomenon 

during sp0ntane0us reperfuslon after coronary 

spasm or thrombosis．and in interventiona1 re— 

canalization with angioplasty or thromholy— 

sis ． In the present study．the effects of Pd— 

Ia on SM of anesthetized dogs were examined． 
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3"-angeloyloxy一4Lacetoxy一3’．4'-dihydroseselin 

M ATERIAI AND M ETHoos 

Drugs Pd—Ia 1,vas extracted at the Department of 

Pharmacognosy and Phymchemistry，Meiji College of 

Pharmacy，Japan ，and dissolved freshly in 50 

polyethylene glycol (PEG ) 200 solution before each 

experim ent． 

Dog and preparstlon Healthy mongrel dogs of 

either sex weighing 13．6士 2—6 k宴 ( 一 16)after 

overnight fasting were anesthetized with thiopental 

sodium 20 mg·kgI1 iv and ventilated by inhalation of a 

mixture of O and N2O (1 I 2 vol／voI)to which 0．8一 

L．5 enflurane was added． The cardiohemodynamic 

parameters were measured as described previously(”． 

The left anterior descending coronary artery (LAD) 

was dissected free dista1 to its first Im jor diagona1 

branch． An occhder was looped around the LAD 8o 

that it might ligate or release the vesse1． Segment 

lengths of hft ventricular wall were measured with an 

ultrasonic dimension system (UDM 一5C， M ECC， 

Japan)． Two pairs of piezoelectric crystals (5 M Hz) 

were implanted into the ischemic suhs ndocardial layer 

perfused by LAD and the normal one by left circum- 

flex artery (LCX)respectively． Each pair of crystals 

was implanted 6一 l4 mm apart and 7— 9 mm dee口． 

End—diastolic (EDL) and end—systolic length (ESL、 

were defined as the leagth just before the or,set of 

+【rv dp／dt~ and the one 20 ms before the一【rv d 

df ，respectively． The％ of segment shortening 

(ss ) was calculated by the equation： ss 一 

[(EDL—EsL)／EDL]×100． All parameters were 

monitored simultaneously on a muhichannel recorder 

(RM 一6000。Kohden，Japan)． 

Experimental prot@col Sixteen dogs (8 In each 

group were infused with 4 5 m1 of either Pd—Ia (0．15 

mg·kg ·rain一‘ or its solvent PEG through the right 

jugular veins for 30 min at a rate of 0．15 m1·min 

with a pump (M odel 975C， Harvard Apparatus． 

USA)． Fifteen minutes after the start of infusion． 

LAD was occluded for l5 min followed by a 3-h reper- 

fuaion． The 1igation was released slowly (over 1 min) 

to avoid occurrence of arrhythmi a after reperfusion． 

Statistical analysis AI1 data were expressed as j 

士 ． Each parameter within a group was compared 

with its own hasellne value before infuaion of PEG or 

Pd—h using paired t teat． Unpaired t test wss used 

between groups． 

RESUI S 

Iv infusion of Pd—Ia at a rate of 0．]5 mg 

· kg一 ·min or PEG (controI) for 30 rain 

showed no significant changes in HR ·M AP． 

rate pressure product[-RPP， = SAP× HR． 

an indirect index of myocardia1 O2 consump— 

tion (M0C)]，LVEDP and +LV d ／df～ 

throughout the experiment． Both EDL and 

ESL in myocardium peHused by LAD before 

occlusion showed no significant differences he— 

t~reen the control and the Pd—Ia groups．The 

segment function of LAD region showed dys— 

kinesis or akinesis during occlusion i12 both 

groups． Bo th EDL and ESL in non—ischemic 

region perfused by LCX showed no significant 

differences between the 2 groups during occlu 

sion or after reperfusion，and they were nor— 

realized to the preoc clusion 1eve1(Fig 1)． 

There were no significant differences in 

SS of LAD region between the Pd—Ia group 

(一 51土 48 )and the contro1 group (一 83 

土28 ) during occlusion． In the contro1 
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Fig 】． Cardiohem odynam ic tracings before sad during - 15-ra in oCClusion of left anterior descending  cnm aq 

artery(LAD)followed by a 3-h reperfusion in-vehicle treated dog and a Pd-la treated慨 - LCX-SS：segment 

shortening in the region perfused  by the left dreumflex corollary arteryI LAD-SS：SS in the region by LAD． 

group，contractile dysfunction in ischemic re— 

gion persisted throughout the remainder of the 

reperfusion and the SS remained depressed 

at一 26士 18 of the baseline value 3 h after 

reperfusion． In contrast． Pd—Ia ameliorated 

the segment function immediately alter reper— 

fusion，and restored the SS t0 41士51％ 0f 

the baseline value(P< 0．05 w contro1)5 min 

after reperfusion． The improvement of myo 

cardial function induced by Pd—la was main- 

tained at 1east 3 h after reperfusion (Fig 2)． 

The major findings of the present study 

were that Pd-Ia significantly ameliorated the 

regional contractile dysfunction in SM at the 

dose which did not affect the cardiohemo— 

dynamics． 

The cardioprotective mechanisms of Pd—la 

in SM  may be related to an improvement of the 

distribution of myocardial blood flow between 

the iscbemic and nonischemic regions，a de— 

crease in M 0C。and an inhibition of Ca in 

flux into ischemic myocardial cells． In this 

study，Pd—Ia did not reduce afterIoed indicated 

by MAP，preload by LVEDP and MOC by 

RPP during the experiments． Accordingly， 

we can not explain the beneficia1 effects of it 

due to cardiohemodynamic modifications． It 

iS wel1 known that cytosolic Ca overload was 

一、_『一 蔓 ～ - 
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Fig 2． Effects of Pd—Ia on of segment shortening 

of isehemic myocardial region． A 30一m in infusion of 

Pd—Ia w$1s started 1S min before a 15一min occlusion of 

coronary artery followed by a 3-h re perfus ion． 一 8· 

士5． IP> 0．05，。P< 0．05 s contro1． 

involved in the genesis of myocardial dysfunc— 

tion after reperfusion ． Indeed．a Ca an— 

tagonist has been shown to improve the recov一 

4 Braundwald E．Kloner RA． T stunned myocardlum i 

prolonged postischemic ventricular dysiunction． 

Circalation 19821 64-1]46— 9． 
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Circu]ation 1990‘g2：723— 38． 
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似 摘要 静脉输入3 当归酰氧基 4 乙酰氧基 

3’，4 双氢邪蒿内酯(0．15 mg·kg ·rain )30 

min对l5 rain闭塞犬左前降枝伴3 b再灌注后 

心肌收缩功能的影响被研究． 用超声微测距 

法测定心肌节段收缩(ss)长度表明：该药迅速 

改善心肌 收缩功 能不 良，再 灌后 5 rain即使 

ss 恢复到用药前的41士51 (P<0．05， 
一 8)，对血流动力学无明显影响． 

关键词 置星塞耋!心肌再灌注损伤；血液动 
力学 
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