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Fig1 Chemical structures of CP-96345 and SR-48968.
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FEAFFSa KB E (Evans blue) M LTC,(F£[E Sigma 2+ 7] ); CP-96345( E[H Prizer
I E] W% ) ; SR-48968( 2 H Sanofi 24 7 M%) ; ONO-1078( H A& Ono A AW ); Hih¥y g
Ad o

B  Hartley KR 350~450 g, ¥ § #H, HANLERKFLRIHYHORH,

FiE BPWUREBERZMNG0 mg-kg ™', ip) WREX, SE®HE S EEALWFRIL(DH-140, #
TERKRFETNET, BKE: 5ml, 80 K/min), AMBNKIEET ERE HRESF
(MPX50DP, %[E Motorola 22 &) il F- gh ik FE (MAP) i £k,

iv K OB 30 mg-kg ', 10 min /5 E§F CP-96345 (2.06 pumol kg™ 1) fl/=, SR-48968 (1.66
pmol-kg ™), B ONO-1078(0.06 pmol-kg '), B/ iv LTC,(0.8 nmol-kg '), i23% 10 min H#Y
MAP 4, X BAFSH LTC, Ai4s FAEEE K, LTC, iFH 10 min SHFSIKIIET, 1~2 min A
BTN ERLAK SO ml IE I EPREMRE, RECHERCEAL, MEHAF B H
A SO BE s A B 2,

g R

Xt LTC, KM ER 8 F A

iv NK 245507 CP-96345(2.06 pmol-kg ') , SR-48968(1.66 pmol-kg™!) , & H, &
LT 24405 ONO-1078(0.06 pmol-kg ™' ) F A5 M R B K BRLAY BRI e (3% 1), F BLAE iv 425
HAKE 10 min A MAPBH LB EER BEE S%Z W, iv LTC,(0.8 nmol- kg™ ') B & MK I
IE; CP-96345 %t LTC,R&IfL B )7 7 7B B 1E FH, SR-48968 MBS X — K 1, Biz§4 H LA K& ONO-
1078 X} R MEEIEH BEHMEEH(LE 2).

Tab 1 Baseline levels of mean arterial pressure ( MAP) in guinea pigs pretreated

with various agents before LTC, or saline administration

Agent Dose MAP (kPa)

(pmol kg™ ") Saline group (n) LTC, group (n)
Control - 6.8010.45 (5) 6.61+0.38 (7)
CP-96345 2.06 6.71+0.53 (4) 6.88+0.22 (6)
SR-48968 1.66 6.85+0.67 (4) 6.75+0.19 (6)
CP-96345 2.06 6.80+0.78 (4) 6.81+0.36 (6)
+ SR-48968 +1.66
ONO-1078 0.06 7.06+0.36 (3) 6.81+0.36 (5)

I * s, no significant differences were found among groups (¢ test).
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pmol-kg ™!, iv) BX SR-48968 (1.66 pmol-kg ', iv) R 55 5K K M, ¥ & 574 46. 6%
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908 25% %M Acta Pharmaceutica Sinica 1996, 31(12):906~910

1N 58.1% M1 54.1%, ONO-1078(0.06 pmol-kg ', iv) XL 5L E A B 3F & W H 1
(%2),

0.5
o

=

H-0.5f

Ch:lmges in MAP
e
O
T

-2.0

-2.54%

Time (min)

Fig2 Effects of CP-96345, SR-48968, and ONO-1078 on LTC,-induced hypotensive response in
guinea pigs. (©): saline control; (®): LTC, 0.8 nmol-kg ™!, iv; (9): CP-96345+ LTC,; (+): SR-
48968 + LTC,; (®): CP-96345 + SR-48968 + LTC,; (a): ONO-1078 + LTCy; n =4~7, ¥ t 5,
*P<0.05, **P<0.01, """ P<0.001, compared with relative saline controls; ¥ P < 0. 05,
## P<0.01, compared with LTC, alone (¢ test and Mann-Whitney U test).

Tab 2 Effects of CP-96345, SR-48968 and ONO-1078 on LTC,(0.8 nmol-kg™')-induced

Evans blue extravasation in the atria and ventricles of guinea pigs

Evans blue extravasation (ug-g ' tissue)

n Atria Ventricles

Control 5 34.1+11.1 14.5+7.7
CP-96345 4 32.4+7.8 12.6+6.6
SR-48968 4 38.9+17.2 14.5+9.0
CP-96345 4 25.0+5.6 10.7+5.3

+ SR-48968
ONO-1078 3 36.8+12.4 19.1+4.1
LTC, 7 132.6+10.8* ** 45.8+18.8""

+ CP-96345 6 70.8+27.2%%" 33.6t16.1"

+ SR-48968 6 82.8+33.1%"" 32.0£16.1"

+ CP-96345 6 55.6+22.4% % 21.0+7.8%%

+ SR-48968
+ ONO-1078 5 55.0+15.5%%" 19.4+5. 4% %

its, *P<0.05 **P<o0.01, ™

* P<0.001, compared with control; * P<0.05,
## P<0.01, compared with LTC, alone (¢ test and Mann-Whitney U test).
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1 SR-48968 M F S ME, ALK E EEH CP-96345(0.69~2.06 pmol-kg 1) EHAEFH M SP
i L FE AR A M B TR 1R F (F5 & R YT, SR-48968(0. 55 umol-kg 1) A 72 4 FH T B & Al NKA
SRR, K, 45056 F BT 9 0] & A o5 PO SE 3R A9 75 A, th BB LTs 51 69O B K 5E
REHH TKs 5. KEMPREELBIRR LTs £EEH2 KR TKs BEHH), tatfi
TKs B LTs BRI BPWHBERE, FLRWLOOERE XHFI—MRE. LTs 2H5O00E
FEIS OV OB AR A R TS A AR A s TK s th 2 5.0 BE Y A T8 A0 T8 A2 49 8 37, BB BT 7 2 () B A
RRXEZMUBEREFRERKRWSEE L.

TKs i MEEMKRZEERER, 58, NK-1 ZEFTENSHNEER, NK2 26 EE
ST/, AR A B, MY AR LTC, B8 CIEMILE B, 58 M MZ&E
HX—RMAFR, LTC, WRMER W E—FRIEMEF RN, RBOREBMOEK NGRS
A, CP-96345 1 SR-48968 & ik B EMH LTC, WRMER N, HAKERTRTMAERE,

WERENR(EIE LTC,)HE {23 TKs Bt mgmRAER Y, B, NK ZEFEHHE—
EVMRER, EEFEMIEKSE NK-1 M NK2 SHEBERHNABEOREME, SIEHR CP-
96345 T X4 HRE . A SR B R S YR S 00 K BUR BEM ik PR 1 LR SGE Bl
WS, RLRYAEX R EC MW EIER, EXEERBAERIE, FHFR
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INHIBITORY EFFECTS OF TACHYKININ RECEPTOR ANTAGONISTS
ON LEUKOTRIENE C,;-INDUCED CARDIOVASCULAR

RESPONSES IN GUINEA PIGS
RY Wu and EQ Wei

(Department of Pharmacology and Laboratory of Neurobiology,
Zhejiang Medical University, Hangzhou 310031)

ABSTRACT This study is to determine whether sensory neuropeptides are involved in the
cardiovascular effects of leukotriene C, (LTC,). LTC, (0.8 nmol* kg™ !, iv) caused hypotensive
response and increased Evans blue extravasation from the atria and ventricles in anaesthetized  guinea
pigs. CP-96345(2.06 pmol-kg !, iv), a tachykinin NK-1 receptor antagonist, and SR-48968(1.66
pmol+ kg ™!, iv), an NK-2 receptor antagonist, partially inhibited LTC,-induced increase (46.6%
and 37.5%, respectively) of dye extravasation from the atria of guinea pigs. Combination of CP-
96345 and SR-48968 markedly inhibited LTC,-induced hypotension and increase of microvascular
leakage in both atria and ventricles (58.1% and 54.1%, respectively), similar to the inhibition by
ONO-1078(0.06 pmol-kg ™!, iv), a specific leukotriene antagonist. These results suggest that NK-1
and NK-2 receptors may be involved in the hypotension and the inflammation of heart induced by
LTC,.

Key words  Leukotriene C4; Tachykinin receptor antagonists ( CP-96345, SR-48968 );
Leukotriene antagonist(ONO-1078 ); Microvascular leakage





