#13% e

2 RERB %

19964E124

R BRI R KR B R MR R

B2

BEE KEF arF

(HLBERKEHRLETE, BEEWELRE, WM 310031)

BE EREEARKR WRGHNARSER RN A, % %K RRCP-96345 A1 SR-
—48968, WP DPRBRARKEENENHEE, FRUELR, Y TEE, IMRBROHREEREYE, B8
BAMHBCEREHE, BEXARANASEREEBRABE.

%285 =tEp# CP-96345 SR-48968 - 41K

HBEMH: (airway responsiveness) 4§
RX[EERPETREZ—Y, BFRESER
B R ERZ RO R E R T R A,
HABRKBERNEREN/WESBREN % B % @2
—. AEBERHEBY T —HRATHNBEELH
SRR AGER M ET %, BENERENES
Y XA RE (histamine, His) B ZBiERSBHE
HRBEFRERN . 2XRHE—HUET — 8
VIR B A R SO R B R, BLPRAT kR
B3R B fil R I T B B 20 % R R B R A
o
1 HRREEE
1.1 3% Hartley #EKK (300—5008), #
A, fTLERASE LB YR LR,

1.2 Z5 BRA (His, SR L sEmiR
REABERAT) AFRMETHAIHEMNTE
HHT ) BTREB(EEERHNET ), X af
EWI LR ), IMREEHBATHR 4 B¢
EHZ)7); MEXNBERAEFBRALFEHRMNE
ANHHT, HEBREFRGEEES 27, CP-
96345 (£H Pfizer /\ 7 B3%); SR-48968 GEH
Sanofi AFEIBEE),

1.3 KEREENE HEERERBETH W A%
W, BT ¥ AL P TR U &, ML/

1 APABAIEERE R R4 (No. 39270789) K T B

2 SUEMMHA IO 4 I B

min KPR PBBLE 1) WEFBED R,
ERHABRE, WANPRNNEREL. BF
FI#BER His MARABE 30 s, WHEIDF 3 min
PR B PP IR B R . LIPRFIR AR A 4k (AV)
KTEME 145, RPRBEHM0% L L, =R
BUWF I A FE MR g Wit BB 384, KSR O B MR TR
BE PC oo (£ AV 3811 100 % BT i 2 R 7 JE 1R
ERNERG.
1.4 ZiYER RI|ALBELERE B AN
BMAHKRY, EWMTH4H: (DCP-96345 1mg/
kg, ip, SZHH1h %%, (2)SR-48968 1mg/kg,
ip, LRI R &% (3) CP-96345F1 SR-489684%%
1mg/kg, ip, LRI h AL, LR EHES0
mg/kg, ip, bidx2; (5D TRE 0.5 mg/kg,
ip, LIHT0.5 h A% (6)H ¥ /Kimg/kg, ip,
LWRT 1 0 B, (DEFKW25 meg/kg, ip, LB
W1 hiads (8)MEXKM S mg/ke, ip, bidx2,
(93MRE 1 mg/ke, ip, LRET1 L & (10)
RFEA. EMK 1 ml/ke, ip. MHBERELE
#ia iy His PCyopy WA ZYBEWEALHBIERIZ
1o
2 & R

BH® A M CP-96345, SR-48968, A XK.
UTHE. BB ET ¥ & KB His PCyy

e g



EEEAS

BRI

thac /h"\

4L /min

ENHERES C

RN

N
=4n

Mz

BRRIRBEGEER His PC,y K MITK
B His PC, MBCEREHs H, 24K E8 E{vN
PR RBEHMHERGERZL, £2).
3 W i

W R R AR R e R ER S, A
5 RS R R A R IR R 2 g A R R
W o 7 5030 3 A ST IR 5 3 SR R R B A B T 9
EHEFUTEA: (OBRERR, OWE RS
¥rs (DEETR; (OFRBHERGT K& 27
BB, ARG, T, HRLBEEERER 0§ X%
VERD. B, RITRIBX— 7R IEMEy X <E

BED!

Ve

G
H1 AEERTEREENERE
B BUHNRERRHs PC. RN

R n

His PCyy,
log(p mol/m3)

X B4
R &
CP-96345

SR-48968

CP +SR
HWEXRKD

15

P R -

1.6383+0.187
1.9673+0.091*°
1.9085+0.102**
1.8075£0.139*
2.1394 1 0.459**
1.529510.237

xts, HXMELE, % P<0.05, k% P<0.001,

tRR

$£2 RAERHisPC ERARWEELUARARILR

His PC,¢o[log(ppmol/m?)]

% oY n HHOE /WX
ABAHIsEE B FEHisHE ZEEE—H)

oM o4 10 1.4793+0.159 1.4492+0.155 -0.030140.095 0.95+0.16

- 10 1.4492 £0.324 1.7803+0.293%* 0.3311+£0.171** 2.30+0.95°*

VT HRE 9 1.3622+0.279 1.730240.261°° 0.3679+0.201°° 3.90+4.38"*

BB SR FE 10 1.6900+0.127 1.8104+0.155° 0.1204 +0.155** 1.4040.52*

YHIR 11 1.4588+0.342 1.1161+0.342% -0.3427 £0.000** 0.46%0.08"

xts; % P<0.05, %% P<0.005, XA, #P<0.05, ##P<0.005, JFAHWEE. tHk, XuH

=RHR LB AW HIs PCrooliy L,
. 10 .



%13% 456

B R ERBF

19964E12 5

RNHERER.

T kI CP-96345 F1 SR-48968 ML FI =k
ARMERBER His PCy, WHHERKR N4
MeSGE R M S Bk A %, CP-96345 F1 SR-
48968 2 Wik NK- 1 24k NK-2% ke 5
Hiim 2, Kudlacz 455 1F B 3 W #3558 7T BLAm k)
SEBAR(SP f NKAY R i B R K R AR Y. 4
BREMER PR - EEREMFR, BREESHE
RBKBRHEC—FEBHBRMSNK (B FHE
B, XEARKERMEHBEHRLY, AR
THEX— K. MHARSEREENER, E046
BEXSE RIS MOERLE 2 B W 0§,
NK-12KhZB2A 2HmEL R, i NK-2 3243
EHS PRI, WREHN RS X 85
FEM.

T EANERSENRNAY, ALRBR
TENMNEERRSER TR IMREAR
933&%1%%’ HEHER His PCyy, E‘Jf’HﬁEEE
EFERLAGEN ARk ARSI 2
HEMRETEAERERCARES?, R II%—
SR AL R ERER ER B, B 24K
DHBTEREBERBRER His PCh, XEHHXK
BYBNEKREMER BZEREHN HE KRR
& His PCypp, MEEIELT XK. EXRRIBLAER
BRAER N, SHEFRER K. AxRP, F
BEMEARE AR BERNN AR SER MR
fEH, WREMNERIYRBEHVEER, BT
i IE N

AELB L RUT T HMKE A MDD HE
RERRAREREEWER, [N, Sd4%
REBRVHABRRIET EMLEIRAYNERS
HRMERER, MUY ERNEGER
RETHEERGTR.

2 F xR

1 Boushey HA, Holtzman MJ, Sheller JR,
et al.}Bronchial hyperreactivity. Am Rev
Respir Dis 1980; 121:389.

2 Regoli D, Boudon A, vFauchere J-L. Rece-
ptors and antagonists for substance P and
related peptides. Pharmacol Rev 1994; 46
(4): 551.

3 Kudlacz EM, Logan DE, Shatzer SA, Far-
rell AM, Baugh LE. Tachykinin-mediated
respiratory effects in conscious guinea pigs:
modulation by NK; and NK, receptoranta-
gonists. Eur J Pharmacol 1993;241(1), 17.

4 Martins MA, Shore SA, Drazen JM. Re-
lease of tachykinins by histamine, methac-
holine, PAF, LTD, and substance P from
guinea pig lungs. Am J Physiol,1991, 261,
L49.

5 Tk, ARH, BRES. NpoHIALK
ERBME. PR, 1984s 15: 262.

6 Fr, ANR, BHKAS. BRHCHNERAR
IR M. PR EEM, 1987 8, 450.

HRE F . 1996—04—24



Effects of Drugs on Airway Responsiveness to Histamine Aerosol in
Unrestrained Conscious Guinea Pigs
Ju Xing-yao, Lu Zhi-yong, Zhang Wei-ping, Wei Er-qing
(Dept. of Pharmacology and Laboratory of Neurobiology, Zhejiang medical
University, Hangzhou 310031)

Abstract: We observed the effects of drugs on airway responsiveness to histamine aerosol
with a determining system in unrestrained conscious guinea pigs. It was demonstrated that CP-
96345 and SR-48968, the specific antagoists of tachykinin receptors and tetrandrine,attenated air-
way responsiveness. Our results also showed that aminophylline, salbutamol, chlorpheniramine
decreased the responsiveness to histamine, propranolol increased the responsiveness to histamine

and dexamethasone did not change the responsiveness to histamine.
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