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[ ABSTRACT] Aim To investigate the effect of selective endothelin A receptor ( ETA) antagonist BMS- 182874 on myocar

Methods

mode and acute myocardial ischemic model was induced by 30 min of global ischemia and 30 min of reperfusion.

dial ischemia reperfusion (FR) injury in isolated rat hearts. The isolated hearts were perfused in a Langendorff
The effects of
ETA receptor antagonist BMS- 182874 (10 Hmol/ L., 50 Pmol/ L) on heart function during reperfusion, the release of cardiac crea-
Re-
sults 30-minute global ischemia caused a dramatic decrease in myocardial function, as shown by decreasing LVP, idp/ dtiiazs »
CF (P< 0.01) and increasing CK release (23.9 £2.2vs 217.5 £14. 1, P< 0.01) and myocardial TNF-a content (645 £45 vs
1926 %141, P< 0.01).  However, treament with 10 Hmol/L and 50 Pmol/ L BMS-182874 significantly attenuated the is-

chemia induced myocardial injury, increased LVP, Zdp/ dty, and reduced the release of CK (185 14, 143 £11, compared

tine kinase (CK) in the coronary effluent and the content of myocardial tumor necrosis factora (TNF-a) were analyzed.

with ischemia/ reperfusion group, P< 0.05, P< 0.0l respectively) and the TNF-acontent in myocardial tissues ( P< 0.01), but
had no effect on HR and CF (1222 £67, 1108 £57, compared with ischemia/ reperfusion group, P< 0.01).
These findings suggest the cardioprotective effects afforded by ETA receptor antagonist BMS- 182874 may be related to inhibition

Conclusions

of myocardial TNF-aproduction.

W25 1( endothelin- 1) 52 324 it &0 F & 5 10

[WimBEH] 20030711 [1EEIBHA]  2003-01-13
[PE&™A]  BREDS, WL, B 7 M R e R G, 2o

B, WP ARSI, PR R A B RS, EEN L ME 2
BRI, CREFARIBI 102 F, B SCLUCRITA 74 H. BRG, =
FEBR T, 0, Lt 50 AR U, o B DR 2 R = B O 1L P9 LA,
BN I B AR RIIG PK AR, A OB IRAEE, DR BT
A 0731-4327250, E-mail A tlyang2003@ yahoo. com .

AEMLEVEVERR, e AKAT 70 J9 A A0 B PIAPAE Y, T
LA AT DR M A O WL R B R BN, O L
SR I AT N2 0 et IR Bh Bk R R N R 1 R
TR AMIRMESE TN R 1 550 B O 4 0 T
BT T 5 FH B T R AR PN R R 1 PR N R (L
41 57 phosphoramidon P B2 3% A/B 52 44 4% Hi
bosentan TAK-044 DL & N 7 25 A 32K 5 177 BQ-123



32

ISSN 1007-3949 Chin J Arterioscler, Vol 12, No 1

A1 BQ-610 W I & Yk /> 7 44 B 55 4 3y 4 -0 JULARE B T

N, DGR GRS O Dh e PR &I N K2 T, FF 5Lk
BRI FREVE A S RO Y . kst
RPN R 1 7O USRI B R 0 i A2 P i
FEEEN/EH . BMS- 182874 & ik ¥ 1 i 3F Bk 38
W ER A SZAREHLA, B AT R WL 3G 5 Hox B 4R
O fEGR I P RE. AL RN R A
ZARFE P BMS- 182874 X 25 44 K B Bl 1L F o v 0
Dheerszm, H 81T H 5 0 WA S MR AL H T o
(tumor necrosis factor-a, TNF-a) 2 B[R R o

1 MR5EE

1.1 SEIzE4)

1# % Sprague-Dawley (SD) A | 30 R, K & 180~
220 g, B AFMEEF LRI TR
1.2 At

BMS-182874 ( 1, 5( dimethylamino )-N-( 3, 4
dimethy} 5-isoxazolyl ) - 1I-naphthalene sulforanmide) H %=
BristorMyers Squibb /2 & 1% 1, X% 4 HA TR R
7 [X ( Krebs-Henseleit, K-H) & # B ik £ ¥ & 31 Bf &
F TNF-a 30 & 0 T 36 1 R T 4 0% AR % P AL
B2 B ( creatine kinase, CK) 1R & T 4L & L &
/R AT
1.3 BHOIEE

SD A BA X B H F 49 (60 mg/ kg) B & ik B, FF
M, REREOCHEE THA4C) KR KH ZF K
(B o T A 4h 119. 0 mmol/ L. 8 B A 44 25. 0
mmol/ L. &4 4.7 mmol/ L # 8 — 4 4% 1. 2 mmol/
L BLER 4 1.2 mmol/ L. & 145 2. 5 mmol/ L Fu % % 1E
11. 0 mmol/ L) #, 1 min P % 3T Langendorff ¥ & % 4,
J 484 95% 0, 1 5% CO, B K-H 1B & 3# 4T EEQ
fEo A ACE, ZOERNEA—EKAE, KES
CHEBEE BB, & MacLab A/D ## % 5 Power
Macintosh 1+ 5 Al 48 %, & £210 K &£ 0 F W JE (left
ventricular pressure, LVP) . Z 0 E RN Ex AL L&
( dp/ dtma) 20, B S TR B0 IRCR BT
R 3 B 2 ( coronary flow, CF) o
1.4 SreEFALCTE

KRB A 4 H: % BE(n= 6) I KH &#F
£ 7E 90 min; H i 4 (n= 8) £ F# 30 min /&, & 11
30 min, B & 7% 30 min; X7 & (n= 8) & 7| & BMS
182874 % (n= 8) 7 “F# 20 min /5 4 A4 A 10 Hmol/
L %2 50 Hmol/ L. # BMS-182874 V£ 10 min, % 11 30
min, ¥ F 30 min.

1.5 BNERFESAIAEM

AN CK BB A E R KR LR AR E .
FRERAANERE KEKEFES Smin BT
RENBORE, BUEA S0 UL, M AT FIEE 37 CH
CK RFl & T/ +,37CIEH 1 min, 7 722 4% %
FET 340 nm K KA M E R A E, RE AT HH
CK #9 % 3 & mU/ (min*g) | -
1.6 LAAALRMEIREREF o B EHNE

RELEXRRBEFIOHEEEREANEEE(SE
EEWER), AEBEHEAKREFRAQCEQPNELS
ME, HRER0.4~ 0.5g AE WA 1 mL Kk AEES
A, HRA K, KB E L (4°C, 3000 1/ min, 15 min),
BH EERE T- 10 CKAFREFN. ™54 ER
F & B B K, R A ST % kI 8 L4 4R TNF-
ad 8, BEBEST: ALK EER 100 UL
N'PFINF #2475 TNF iz 3 4 100 VL, 7 28 4 5 &
BE24h(4C), REWMANPR HBREHBEA, TiBHK
E20min BOERFLER, W HKSE, KER
EARE & ITE Y TNFa 4 &(pg/g) -
1.7 SitZESHh

Bt 48 B« £5 R, K SPSSI0. 0 35 £ 4
B AHERLRERATZ0H, ARLKA S ELEK
B, M P<0.05IAAREERZR,

2 HR

2.1 LINRERIE L

55 IR A L, S o 2 5 2 0 0 T g, k2
LVP. Edp/ dipe A1 CF(P< 0.01) o 1fi 10 Pmol/L A1
50 Hmol/ L. 1) BMIS- 182874 1] BF I 1o %% Sl ifiL 1 V8 6 15
REJOIhEe i E, W3E T+ LVP( Z#EVE 30 min B 43
HR57.6%2.9 F163.9 +4. 4, 5k 42. 6 6. 1
FHEE, P< 0.01) v+ dp/ dtye ( ZIEE 30 min B 55114
1 704 £91 #1782 £153, SHr 4l 1 150 X173 L,
P< 0.05 A1 P< 0.01) F-dp/ dtp ( 2 #EE 30 min K
3512 1323 £87 Al 1462 102, 5k if 41 860 £131
HHEE P< 0.01), BEHIN CF, HZEREA BEWP
> 0. 05) (B 1, Figure 1) . 5H LA E, P40 R
IR Gt X (3K 1, Table 1) .
2.2 BABRHESREMENT L

4 CK B & W32 2(Table 2) » 5 %F MR 4LAH
b, ki 2H st R 20 ik H R CKORE B 2 1 (P
< 0.01), 1 7 5E 4 T BMS-182874( 10 Pmol/L 11 50
Hmol/ L) | BH 401 CK FIRE L Sk 4iAH b P<
0.05 1 P< 0.01) .



CN 431262/ R ™ [ gl ik i 4k 2% i 2004 R385 12 558 13 33

- ,
g 14 : " a4 1] % 1
Hane s i . 10 18 v Hase A 1o '

Fime twini Vime (oning

1. BMS-182874 1IN EERY R4 a: P< 0.01, 5XTHAHE; b: P<0.05, ¢: P< 0.01, SHMmALLE.
Figure 1. Effects of BMS 182874 on cardiac function
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Table 1. Comparison of heart rate in various groups

5 W n By G SR S min S 10 min S ¥ 20 min S 30 min
xf 2 6 323.6%16.7 306. 1£14. 1 298.7*12.5 302.3£16.2 299.9%18. 3
7l 8 309.2F12.8 123.9+35. 6" 197. 4 £60. 5 269.1%27.2 273.7%17.2
A 8 323.5%14.1 161. 545, 2° 196.2+45.3 287.6*14.5 291.849.9
[l ¢! 8 298.4F12.8 139.9 £22. 3 259.2%44. 6 266.5£7.7 266. 8 16. 5

a: P<0.05, b: P< 0.01 5% 841 .
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Table 2. Effects of BMS 182874 on CK release and the content
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