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Inhibitory effects of dauricine and anisodamine
on production of prostaglandins on bavine cere-
bral arterial smooth muscle cells’

ZENG Guo—Qian, RUl Yao—Cheng

(Depariment of Pharmacology, College of Pharmacy,
Second Military Medical University, Shanghai 200433,
Ching)

ABSTRACT The cffects of dauricine (Dau),
anis¢ ‘amine {Ani}, platelet activating factor (PAF),
leukotriens €, (LTC,} and leukotricne D, (LTD,}
on the production of TXB, and 6—kete~PGF,, (the
stable metabolites of TXA, and PGI,, respectively) in
bovine anterior cerebral arterial smooth muscle celis
were studied.

The normal quantities of TXB, and
6—keto—PGF,, produced by bovine anterior cercbral
arterial smooth muscle cells were 16+ 5 and 464+ 24
pg/ 10  cells, cespectively, when measured by
radioimmunoassay (R1A). The levels of TXB, and
6—keto~PGF,, in bovine antcrior cerebral arterial
smooth muscle cells decreased significantly when the
cells were treated with Dau or Ani over 20 min.
Both drugs inhibited the production of TXB, and
6—keto—PGF,, in dose (1-100 umol /L) dependent
Manner. The bovine anterior cerebral arterial
smooth muscle cells were stimulated markedly by
LTC, and LTD, to produce TXB, and
6-kelo—PGF,, on the same condition even at 0.01
mmol /L. When the cells were treated with PAF
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over 20 min, TXB, incrcased significantly, but
6~keto—~PGF|, remained unchanged. If the cells
were preincubated with Dau or Ani 20 min before
PAF, LTC, or LTD, stimulation. the prodution of
TXB, and 6—keto—PGF,, cspecially TXB; were in-
hibited significantly compared with that of PAF,
LTC, or LTD, group, respectively.

The results indicated that PAF, LTC, and
LTD, can enhance TXA, and PGIl, . especialy
TXA, , biosynthesis in bovine anterior cerebral arteri-
al smooth muscle cells, and that Dau and Ani
normalized the balance of TXA,/ PGl, ir the cells
changed by PAF, LTC, or LTD,, and that both
drugs may have significance in the prevention and
treatment of cerebral vascular diseases.

KEY WORDS vascular smocth muscle; dauricine,
amisodamine; platelet activating factor; leukutricnes;
thromboxane B, ; 6~ketoprostaglandin F1 alpha
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“XEAIEEYEERakENYR. 25
HAFEHESR"Y, HHEERNEN KT
2T, HifiH., LTC, f LTD, RERZEAN
BEAR B B 4 E S Bk P BCH PG, 7= 00,
EBER ¥ B TR LA B4k TXBSY. PAF
LR MO AR 3 3N KT UL 0 A e W R R B
M-S BRGTIRRC. HTH— TR PAF
B LT, dtRimBe1ER. 15 BHS Rt
¥ (RIAYME T PAF, LTC, % LTD, %1%
3 8 /b 24 K IR 30 B F 1 L4 Bl (bovine ante-
rior cerebral arterial smooth muscle cells)i= 4
TXB, 5 o—keto—PGF,, W&, HHFT I
BEREGEHMMER.

MATERIALS AND METHODS

PAF ¥r#E5: Ai -+ Hoffmann—La Roche
A8 Dr P Hadvery M. A KZERLE
1pg/pl M, -20CHE. ANER
D-Hanks B E. LTs IfRERBNE X
Merck Frosst - al #4{t, B pH 8.0 HIHKERE
HEER, HT-CHEE. BHWH
D—-Hanks # #H . 1L E 5 8 (anisodamine,
Ani) MEREHE—/. B D-Hanks AL
%, &R%E MM(dauricine, Dau)d PEHAH K
FHAHMABRHE, EHAMBAR HCO
mol/ LY. B pH 7.4 1 D—Hanks
BEEHRE. TXB, % 6-keto—["H}-PGF,
A h &M AL R E S E .

v BRI R BR T i AL B A 4 Sh 25 9E
SRIMRVN IS, EXMAE TEHHLTE
R/ K RIRTEHEK, A 0.5%RIKEILE
B, PEREOK, FESMRRIEEFES, WA
HRIFOE, ERMEAR. ATFRIAFHNR
R 1-2 mm® ALK, AEFHAR
R TR R EREL, & om®§ 2-5
B, 240 ulfF, WMAE 20 %4 mHEy
MEM Hi#t i, & CO, AN T 37CH#
5-10d 5, TRAMMNAARFABEHBE
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¥, kitERERIEEE 2K 15-20d GE
Y. FRTRHT AR NE 13 .

fE 4t 5 Al D-Hanks 338 M 2 . K5
A 025%MIECSE. WY 3 min, AR
EHET WKL MMsE, MERBREX,
RESHM, WEMBE, WMAS 10% /il
W MEM M3, W7 4 OB 48 LB B
EHETIHE, M 1x10* —2x 10 41K
/em? BHTFHES, SRAKE—K, 7-10
d TR,

AE A BEEIshkFRNEARD TXB, B
6—keto—PGF, WIF%£. BRSMUE NHAH
MEMTENSEK, Bo25% K mEARN
{£f5. I MEM T 0 BB, R B 3
B 1x 10 M/ ml. B RERT 24 FLEEH
wmH, B 1x 10°#HM. 3d LS, BHIE
BRE. BAFNAZADSF MEOEER,
HmAEKZES, 37CL 20 min J5, FAMN
A3l HCI (Omol/LYEpH Z 35, BAE
HZRZEER, S 2ml, #]H2K, WZW
ZEE 0.5m! ff RIA 43I0 ZEH 8 TXB,
# 6—keto—PGF, &,

TWERY ¥ £ SDERRE, BEHR ¢
R W E.

RESULTS

WNER. REREER PAF, LT, 2f/)
SAXBEWHBEFERNER™E TXB, B
6—keto-PGF,, FIRM KB4 KBRS
BRTBNAKTLU S AR TXB, X
6-keto-PGF,,, K&R38I% 1625 B 464
+24pg/10° M. EFEMEH T, Daufi
Ani £ 1-100 pmol /L IR AR EIHNER
FHh A ARAT Sh i P R4~ 4 TXB,
5 6-keto-PGF,,, A EMEKEME. H+
TXB, R TRBMA KT R, LTC #
LTD, % 0.01—1 pmol / L A¥% BE 75 H P9 351 B
BB W E e R %E TXB, & 6-keto—
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PGF,. FEREMBROIM. HMERD LI
3. PAF 7£ 0.01-1 gmol /L i EEFERN, B
FRU I 0 0 -l 0 38 > 4 A BT R 3 3% -0 AL 4 A
S B, TXB,. WAH &K 6-keto-PGF,, XT#¥
W PAF,LTC, ¥1 LTD, %} TXB, (M ¥ >4
A FHH B 3 T 2 6—keto—PGF,, 8788 >4 18
., Bl REYRET 4K BB sh Bk LA
B 6—keto—PGF,,/ TXB, ¥#i. 3
TXB, i fAHH T k. S5ENL Tab 1.

Tab 1. Effects of dauricine (Dau),
(Anl), PAF, LTC, ased LTD,
of TXB, and & keto—PGF,
cerebral arterinl smooth muscle cells. n=3, except

2=6 im control group. x * SD. “P>0.05, P <0.05,
***P<0.01 v: coatrol.

anisodamine

on the production
In bovine amterlor ~

Drug TXB, 6—keto-PGF . 6—keto—PGF
(mol /L) (pg/ 10Pcells) (pg./ 10°cells) / TXB,
Control 16t 5 464+ 24 28+t4
Dau

\ 0 319135

10 0 234+ 34
[) 0 206£61°""
Ani

1 ) 429 +47°

10 ()] 408 £ 25"

100 0 3024637
PAF
0.01 38+ 25" 391£144° 75106
0.1 65t 21*** 4491158 7.0+06""
1 913" 40B+S0° 45+0.04
LTC,

a.01 451" 483 £93° 6.7+3.67"
0.1 IS0 19"  STEL 74 36102
1 213174 7494887 37097
LTD,

0.01 [ LEE F05+t 68" 132+ L.3"
0.1 7716 B37+26"* 10.5+0.5*"
i H4£24" 072+ 10" 86+ 1.3

WM. RIEERX PAF, LTs ¥

B/ 2 K B AT h Bk SE R AL B A AL TXB,
B 6-keto—PGF,, 1% M Dau fI Ani &~
S B 40 038 9% 84 A0 4= K BT R 3h Bk T 38 L 4 e
EEXWHSR FrE4d TXB, B 6—keto-
PGF,,, T Ef# B & PAF, LTC, fi

LTD, %38 & /> 4= G i 3h Bk 7 1 WL 4 Mg
4 TXB, U EMH LTC, #H LTD, %M AIIX
B4 M7 2k 6-keto—PGF,, &% W Tad
2. £ 10 1 100 pmol /L B, Dau 1 Ani £y
ft B ¥R PAF. LTC, & LTD, Bl ¥ K
AR ERRT S AP AL >4 TXB, H
WHER, MWHfEREHE. B8 Dau Ml Ani &
M Eet M LTC, & LTD, ¥ H
NN S 1 S - | L
6—keto—PGF,, {E W 25 X TXB, & & 4E |
SR, BT BAER.

Tab 2. Elffects of dauricine {Dau), anlsodamine (Anl),
om production of TXB, aed é—keto—PGF,, in bovime

anterlor cerebral arterlal smooth muscle cells atlmulated
with 1 pmol / L of PAF, LTC, amd LTD,. n=3, x *

SD. "P>0.05, ""P<0.05, ‘"‘P<0.01 s PAF,
LTC, awd LTD,, respectively

Drug TXE, &—keto—PGF |, 6—keto—PGF |,
(gmol/ L) (pg/ 10°cells) (pp/ 10°cells) / TXE,
PAF 9112 408 £ 51 4.5+£0.04
PAF+Dau

10 21£6°°" 544+ B5' 268t 48"
100 Tx4'""  s526+t42°° 81.1t31.6""
PAF+Ani

La 64+12°" 5891 60°° 25.7+329"
Lo0 179" 555+69° 360145
LTC, 213174 749 £ 88 3.7£ 0.9
LTC,+Dau

10 35+ 8% 563+ 158° l44f0.2'"
100 262 11°"" 405+ 133" 20.6+2.5"""
LTC,+Ani

10 615" g62+49" 11.3+0.8""°
100 46+ 13" 574+ 37" 143+ 1.8
LTD, 114+ 24 1073+102 B.7+1.3
LTD +Dau

Lo 85+t 44° 716£151°° 9.9+4.4"
100 20+ 12" 639+161°" BS.8+15.07""
LTC +Ani

10 6125 Je0xt1167" 11.1x0.2*"
100 29£ 13" 669141 50.715.6""
DISCUSSION

2 4% 7 3 U 5 R /5 BB 3 BT
WAL BT M & R34 B TXB, R
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6~keto—PGF,,, H 6-keto~PGF,, W= R &
F TXB,. HHBEERFERET. KB
BEdAULA R EFRE PGL SE#H
PGI,/ TXA, % - 4#. PAF, LTC, & LTD,
R M RMAR A BRHESRCH KL
BMEECY xR Wi—5iEN LTC, &
LTD, S50 3 #1197 4 K R 3h Bk 738 L 4H
Bl % TXB, % 6~keto—PGF,,. {EF#H M
) TXB, M BE K T 6-keto—PGF,,, #i%
4 AR & K /) PGL,/ TXA, shis P TXA,
B T L. PAF R /A & It
SR TRULGE D TXB, B4, 320 PAF
M LTC,. LTD, "] f§54E T 40§ /T R 5] 3
¥. Hit., PAF, LTC,# LTD, HA{Xi&Eil{E
WIMEES, RN ESERER WHE
wE I TXA, #iX RS 5 T il E%7E.

Ani Ml Dauv i FEPHEERLPWELE
G 4% B8 (arachidonic acid9{E 8", Dau &
BRI/ BN B E A AR i PAFCY. F
IiF 80 Dau f Ani 880 %] PAF, LTC, &
LTD, RIS /2 & AT Sh Bk 738 L4R B =4
TXB, % 6—keto—PGF,,. ¥E/EiMH TXB,
=4, (B AR B A2 A BRSSO i R
PGI;/ TXA, PR ATHMKELEY. BR
ZZ5 I B Bh 16 B B AR B
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