477 —4L0

BIBLID{ ISSN 0253-9758 Acta Pharmacologica Sinica

bl ESE XX 1994 Sep; 15 (5): 477 —480

BB C B AL 3 F B SHEREER A.HIK R

A
ML, FHE, R & (FEFEEXFAFIHFE, EH630038, PED

Relationship between effect of tetrandrine on
pleurisy and pbospholipase A,
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ABSTRACT A model of pleurisy was estab-
lished with an intrapleural injection of car-
rageenan {Car, 10 mg+kg™'> in rats to explore
the anti-inflammatory action of tetrandrine
(Tet) and its mechanism. After the injection
of Car, the exudate, protein and neutrophils
appeared in the pleural cavity of rats at 2 h,
then increased progressively, and reached a
peak level at 12 h and remained high up 10 48
h. The phospholipase A (PLA,) activity of
neuatrophils {(Neu-PLA.> and of the acellular
component { ACC-PLA,) in the pleural exu-
date intensified at 2 hy rose to maximal inten-
sity at 8 h, and started to decline at 48 h.
The changes of the amount of exudate. pro-
tein content and neutrophil couni, and param-
eters indicating the inflammatory response,
were closely related to that of the PLA, activi-
ty (r=0.749—0. 928, P<<0. 05 or 0.). By
ig gavage of Tet{(10—80 mg-kg™') to rats at
30 min bhefore and 4 h after the injection of
Car, the inflammatory parameters were re-
duced and the PLA, activity was inhibited,
dose-dependently. The reductions of the in-
flammatory parameters were significantly as-
sociated with the inhibition of the PLA, activi-
ty (r=0.928—0.9583, P<<0.05 or 0.017.
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These results indicate that Tet has a fine anti-
inflatnmatory action and its mechanism may
involve the inhibition on the activation and re-
lease of PLA, of inflatnmatory cells.
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MATERIALS AND METHODS
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ethasone, Dex, EEEEAHE T, #£5911204), AL
¥ (carrageenan, Car)#l edetic acid & Sigma 7§,
B NEEE Y 0 Serva P, BRBBE Y LB E=4
{EH.

TheeMEY fkE186+ts27 g, 5, Wistar X145
R, B 5 EEAKNSITEAEH). Car Bk
A REA GO MM A TA (Ter 10, 20, 40, 80 mg
kg "B Dex 0. 15 mg-kg~' &4, FHI0H). HH
FRAEZMEFRREEGRMBEMREALS X Cor
2 ml-kg™'MEA R NS.

BEHFE HENIOmn ARBEHLh. S
WESHMA0 ml-kg™, s UWEMEAKLHOHF
RS MEEEEK.

fBERANE NS HEEAN Car R AKX T
MBI NS fT Car 52, 4, 8, 12, 24, 48 h [lREi#
REFE, HEPLEA T MR N Car 58 h #3E.
AR NEE e RS LR it . e
TR

1 ampi BUNESZAETRERELAEEN
HETHHEAHEBRAY, REREXTAEK >
Fr.

2 ®aFk¥ BHMEL, LW RHake
NEEORSR.

Tab 1.

Carrageenan-induced pleural effusion in rats. ‘n=46; *a=10.

3 MmN PLAGEM B MRG0
APAHBER, 60 T30 min, HEREERTNE
PLAE#.

4 FHOEBPLAEYE BHRBLBHES
1 Jf -5l A Tris-HCL 2 H Hanks BEPE#ER—K,
5 trypan blue MEAHME . FHASREH
>95 ¥, IEHRHEP 07 WE. A Hanks #HEH
JUEES X 10°-L7, I MAHRHEE. FGHEE
Wi NMAAER, 60 CAR30 min, B2 PLA.GEH#.

it TRHEERAKIGEEPDAZ",
"PDA-3"E"MRA-1"#HTRAERE FES R GHE R
I, REfERETIHTRBEXRER%.

RESULTS

MRS 48 h R REEIRER Car K F2
hMBEEREES B2 S, SR EERE,
ZHEE. EAZ4UE. AR L IR TN
n, Z12h k& {f. 24 h EETERHE. Car
MBRERIE2h AR ES NS M EBEX
EZHP>0.0505, HEERFEE B3R =H
FRE)EE NS M B A B (P<<0. 01) (Tab 1).

T+ “P>0 05, "P<D.01 v: normal

sallne {NS) control. 'P<D. 01 vs 2. 4 h group; "P<<0. 05, 'P<<0.01 vs 8 h group; 'P>>0.05vs 12 h group; P
>0.05 vs 24 h group; *P>0.05, "P<0.05 vs 48 h group.

Pleural Time after intrapleural injection of carrageenan 10 mg+kg !

effusion Z2h 4 h g h 12k 24 h 48 h
Exudate amount N&Y no3z40.15 0, 274+0.16 ¢. 20190, 09 0.17+0. 08 0.17+0.08 0.1310.n5
Jmi Car? 0.6120.12° 11,3405 £.1E0.47 3.1+0, 5% 3,340.3° 2,940 5°
Proein content NS 4.8+2.0 12,6125 8 1+2.8 10.41+1.4 9.0+1.9 7.3+0.6
fgsL7! Car? 41T g8t a4 92425 105418 98+ 11° 96+ 29°
Neutorphil count NS 8.6x2.4 14.9%1.8 14t4 16£5 10.0+2.1 B.41+1.8
/%0717 Car*  7.841.8" 3613 5017 25 P ol T 1 B2L1g
Meutrophil-FLA, NS 0.7310.18 0.7010.25 0.7310.20 0.6610.13 0.82+0.22 0.71+0.09
Jpmol HCles™ ! L7t Car® 1.9140.13 1.4940.21° 2.3940.24™9 2 2540, 26° £.2410.26 2, 0840, 26°
Acellular component-PLA; NSS!  0.8140.17 0.87+0.19 0.82t0G.19 0.831+0.21 0.86+0.21 0.85+0.15
/pmot HCleg~?-L ™! Car®  5.44L7° 8.5t1. 6 13.3+1.8%™ 13,141, ¢ 12.7x2.1° 174200
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MORR %48 h AN PLAGENE Car 252
h, Neu-fl ACC—PLA.F#HFHEAS, £8h
M, HFFFERI24 h, ISR TRER.
s, Car 204 i 4H & Neu- 1 ACC-PLA, ¥
Hogr NS B4 R (P <I0. 01), ACC-PLA,%
Ay B K E 2929 NS AT B2 A 1615, Neu-PLA,
EHEH B CE #7% NS A R4 4315 (Tab 1).

Tet X R FEFEHFFO PLAEMHMIRET  Te
20, 40, 80 mg kg1 5B (& B RS B R E .
SHBHE. IR Car AR AWM
(P<C0.01), HEMBWEE, FHHE, Tet I
il 5 AR A fE AR ME R EQ RS
8 4E 3. Tet & 3| B 20 A+ —= 790 # 5 35 #1830
il £ X8 Dex 0.15 mg kg 'HEAB (P<
0.01). Tet 10 mg + kg ' &F B B 48 Neu-F
ACC-PLAEH EM BEMH (P>0.05); Tet
20, 40, 80 mg+kg ' BERE{K Neu-f1 ACC-PLA,
TEHEC(P <C0.01). Tet 40, 80 mg kg &
MNeu-¥1 ACC-PLA,JEHHEHN S Dex 0. 15
mg kg 2L B & % F| (P>>0. 05) (Tab 2).

Tab 2.
kg™ ' on 1he pleorisy at § h in rats.

DISCUSSION

F LW, Car B R & J5 Neu-f1 ACC-
PLAEMSBER MERTER AR, —EHE
HxEHER. EBLE. OFRIrbEs
EH SR, DEETIINAE, AL
AR INE, &R Car AJREM@ITEIE PLA,. T
ERBNARRENR, SIEKMERIER
Y.

Tet W BH P REMBERESLRE. B
HeHBRASHRFLYE. FUHFRTHR
#tEH. [Aet, Tet B B M #H] Neu-F1 ACC-
PLA &Y, Ter WX Fh{E A SH AT S dy Lk fl
EEA=ZmME G ERE BR Te
WH M-S RERMEE A,. BIFIREE..
H = 4% B35 69 1E A 7] 8 4 T8 0 7 2 DY 4 Bk
U R, RIS EIMWH PLAEE.
AT B 7E 4 VU R R SF A R, R SR AR
SRS, TR T MAERY EEN
.

Effects of tetrandrine ig at 30 min before and 4 h after an intraplevral injection of carrageenanl{ mg -
Its. “P<0.01 vs normal saline (NS) comtrol. “P>>0.05, “P<(0.05, 'P<

0. 01 v5 carrageenan control, "P>>0.05. “P<(0.05, '"P<70. 01 vs dexamethasone control.

Pleural NS Car Car+drug/mg+kg Hn=10)

effusion (=) (n=10" Tet 10 Tet 20 Tet 40 Tet BO Dex 0. 15
Exudate amaunt
il 0.21+0.0%  2.7+0.8  2.4340.8% 20x0.7"  1.9+0.8" L9407 =0 2
Protein content
fgrL-? B.1+28 St 24 857" 86+ 10" 80+ 7* B3+ 6™ 64124
Meutrophil count
P lat4 61+8 4518 K[ R 0+et 25+ 40 3t

Neutrophil-PLA,

sumol HCl»s 'Lt
Acellular component-PLA,
Jpemal HCl=s ™17

0.731£0.20 1.7410. L&

0.8310.20 15.6+1.5°

15. 1+1.1* 13.3+1.2*

1. 68+ 0,13 1.35+£0.09% 1.23£0.14% 1.1840.11% 1. 2040. 16'

11 3+1.8" 10,8+1.2% 1L.5+1.¢
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AEXWMEE|, Tet 5§ Dex 3 PLA,GH®
MHEAFEETEEENN, Tee YMBAEALL
Dex 5, R HEMHREHRY B PLAE
b, BEHEHERRX.
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