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Effect of dazoxiben on the metabolism of
arachidonic acid in isolated porcine basilar ar-
teries'

RUI Yao—Cheng, SUN Du—Xin, LIN Ai—You
(Department of Pharmacology, Faculty of Bharmacy,
Second Military Medical University, Shanghal 200433,
China}

ABSTRACT Dazoxiben, a selective TXA, synthe—
tasc inhioitor, was studied in the incubating sections of
porcine basilar arteries with arachidonic acid (AA) 50
pmol / L and calcimycin (calcium inophore A—23187)
50 pmol /L. TXB, and 6—keto—PGF,, were deter-
mined by radicimmuncassay. Leukotricnes (LT) were
extracted and purified with SEP-PAK column, iderti-
fied by HPLC and determined by bicassay with ileum
of guinea pig. The results showed that the production
of TXB, was unaltered whether or not the incubation
of arteries were induced by AA or caleimycin.
Dazoxiben and indomethacin 0.05—50 pmol/ L had
no effecis on the production of TXB, . However,
dazoxiben .5, 5 and 50 umol / L increased the pro-
duction of 6—keto—PGF, by 16.3% , 19.0% and
3. 7% , respectively. Indomethacin 0.5, 5 and 50
tmol / L decreased the production of 6—keto—-PGF,,

by 22.3%, 24.9% and 24.0%, respectively. Meanwhile
dazoxiben 1, 10 and 100 umol / L decreased the pro-
duction of LT by 33.4% , 45.6% and 66.4% ,
respectively. These results suggest that the protective
effect of dazoxiben on the damages which resulted
from brain ischemia may be rclated to the change of
TAX, /PGl, balance in the brain tissve as well as
the inhibition of prod uction of LT.
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REWERDKESE TXA, TEWM. BMEE
0.5-50 umol / L ER ¥ W10 PGI, M4, MR
Hoayesop e 3 ¥H PGL, A4, ESikEE
1-100 ymol / L fERFIWH LT B4, HR#t—F
] B T ke e A o el okt 4P £ A 1.

KR FAMEOE; WpRE WAIBRK X %;
Ay XESM, Q=8 HHAENE

mk e 48 4= (dazoxiben, UK—37248) 1 — Ff
HE MR R A (thromboxane A;, TXA) &
REEEN, e n EER0Y £H
RO E G D EREE RSN
TXA,; K T, F & B 5 3 X (prostacylin,
PGILY)k ¥, % IE# i & FH 5 8, Hn]
X PoRE Eh Bk i 83 7 4 IO 48 AR (arachidonic acid,
AAY 152K G B BE 7 1, D Bk 5132
B E. T3 3R ¥E (indomethacin ) AE ¥ B ¥
REAE S I 3 TXA,, PGIL, KT, B #hns
EX¥BOEHED, AR Az KT AA
SN R M EE M. A HEER
R SR O, IMERBMEEN AAH
HACEEARN S, #—FENERP Rfn
fE FHHE.

MATERIALS AND METHODS

HWEEEESNAERFTESR),
AA— Na {99% }, ¥ i 8 X (calcimycin,
A-23187, Sigma);, WM EZ(EHF+LHE
") TXB,, 6-keto-PGF,, l{H XN E &
(It EX L EBR)LTC,, D,Merck Frosst
Canada 2> 7] 5 ).

BEARREREZMIEE RS RER
ik, BIAE 95% O+ 5% CO, BT krebs 3K
b, REABSSHH, BTKS, HFE,
B, BIA 2ml Krebs 3. B 37CKBHEF 10
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min, FRSG, MRS BRRSE, RNingYy
FHEXNZAXNEBE. BF 20 min, 1A

AA—Na 50 pmol/L, caleimycin 50 umol/
L, 8 H 60 min, KFF LR, BO0R

ITHE FEHY IR ARALREENE
WM KRN EE A =R
(leukotrienes, LTYUB IR mBY, HFEHIT)
Bk EE N A WM 3 2.8 umot / L, PAFHNT AA
AR, LT & Rn©.

TXB,; , 6—keto—PGF,, AJIER SRE
WX FRIEHEA HCL 1 mol/L A
P pH 354, FEHZKRZEREE 2 &, &
FFRBRE, N, KT, B-40CHH. AKX
SRR E TXA, fil PGI, BEMAlE>Y
TXB, fil 6~keto—PGF,,.

LT B EERE #HIXMRORF SEP-
PAK & (SEP-PAK C,; Cartridge, Waters)
RSP IERP LT. HHEMEKMB 10 ml
A, 10ml /KZBEE., 10 ml 7KEE R AL 3
SEP-PAK & , R EH B A KA HC 1
mol / L & pH #3% 5.4 Filad =, ALK
Sml, FME Sml®EALNK, BEH 2ml
MHAFHRR LT, N, X+, B-40CEH. R
M4 HPLC x2S 2 BB H+ LT, B
Waters 5107590 HPLC ¥ , B i & X
Cgt—Bondpak £(0.39 x 30 cm), I N2
B .7k = . 2. 88(0.0008% —0.02%), HIT&R £
VEER, Ry 280 om. RAKRBEBE
B EEYRERRAES LT 88, MicRE
ook Bl BB gE TR 1, A LTD, 35% X B &
BRI BRI EiT R A& LT
fE. SRR FEN Y= 02245 +
0.001207 X, r = 0.9989.

RESULTS

LSRR R & TXB, ,
6—keto—PGF,, FIEI #R UL Tab 1. REM
S FBIE 3 0.05-50umot / L 4 B PR5E Bk

EJESH K ™ & TXB, 78 W, T 65w 8 %
0.5, 51 50 umol/ L B& R &3 fnF e sh Bk
=4 6—keto—PGF,, B8R, Xt R4 4 R
h16.3%, 19.0% #130.7%, ﬁ—ﬂﬂﬁrﬁ—ﬁ
RFR AME KB AP0 B E MK
k=4 6—keto—PGF,,, SXtREAML, 4531
Ml 22.3%, 24.9% A 24.0%. LRWITHXY,
RER TN RIE AA B calcimycin FI¥, K
EICHBK AN TXB, BREEER, 27k
16 + 4 ng/ 100 mg 4 & (n=8, & AA,
calcimycin RFOFA 17 +4 ng/ 100 mg 4
{n=16, H AA, calcimycin F|HD

Tah 1. Effects of dazoxlben, Iedomethacln on produc-
ton of thromboxane B {TXB,} and 6&—keto—
prostaglamdin  F, (6-keto—PGF,, ) induced by
arachidonic acld, caleimycin (A—23187) In porcine

basllar arterles. x + SD {(ng/ 100 mg tissue).
"P>0405 “"P<0.05"""P<001.

Drug(pmol /L) n TXB, n t—keto—
PGF,,

Control le 17x4 11 86+ 13
Dazoxiben

0.05 12 1547 11 92113°
0.5 14 153" 12 100+ 127"
5 15 164" 11 102 £ 20"
30 15 15x4° 11 1121+ 24*°
Indemethacin

0.05 14 15+£47 9 79+ 15"
0.5 12 173" ) 67 £ 18°°
5 9 153" 9 65+ 14"
50 12 155° 6 65£ 13"

i MBI E SR L LY RN
ZER N Tab 2. X EHAEFER SR HPLC
EHYERNUEH LTB,. D, 5 D, KR
By e EWHEYS TIRES LTC, D, &H
it (6] (7 o ) A4 oY 5 | R IK BB B W gE, ™ Bt
WSE T LT 47 FPL 55712 BrEABY,
BrERBPEELYEHERSTH LTC B
D,. BEMSEIE 1,10 fil 100 umol / L BEBEM
B OLT Mreed, SXESMEL, 43
33.4%, 45.6% ¥ 66.4%, EWHFHE-HXE.
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Tab 2. Effects of dazoxiben on the production of
lenkotrienes indueed by arachldonic acid, calcimycia
(A—23187) la porcine basilar arteries. x + SD
(ng / 100 mg dasue). * P>0.05,""P < 0.05,"""P < 0.01.

Dazoxiben{gmol / L} n Leukotrienes
0 9 1.7+0.58
1 5 1.2x03"
10 5 09204
100 4 0604
DISCUSSION

A EREW, BE sk EEH 05-50
umol / L 3 B 45 fd 2L sh ik /=& TX3B, T
R, KRB N PG, A7 4, AH [E 3 B B 15
EEE IR k=t TXA, IR, HAE
BEWMS PGL, B4, M HRiEH LI HEH
AA, calcimycin #l3, 4 M0#E 3 BT~ &
TXB, X B H4{t, TR B F TXA, §&K
B £ B AEAE F /R R, T 7R 0 AR e R R
Bl S R O

3B R uH, R M 3R 1-100
pmol / L W R NE S LT B¥EW, %t
AA RWIEEBRESBEDRHEA. &6
Mx® R, wAMEUEKAEITH TXA, &
By, 8 TXA, WA, XEBWHE LT M=%,
AA M ARIBBESHER®W. CLIFH,
Wt R A TXA, , LT %4 6 o] B &3
Iot 0 A SE R L S — 5 [ B T A K
YaoT OSBRI AR B ULER. b oglngk st o gy
& BB R 3 b TXA, KT, HEIRRE
fi£ PGI, KT, i FHMH 3 ER, HEE
W fSIG P8 LT & BB hat, R4 Bk i
AL,
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Induction by kopsinine of hepatic mixed—func-
tiom oxidase in mice

HUANG Wan-Yun', LIU Geng~Tao*

{Depariment of Pharmacology, Institute of Maleria
Medica, Chinese Acaderny of Medical Sciences. Beljing
100050, Chinag)

ABSTRACT Kopsinine is an indole alkaloid. Oral
administration of kopsinine 200 mg / kg once daily for
3 @ significantly increased liver microsomal protein,
cytochrome P—450, cytochrome b, , NADPH-
eytochrome C reductase, aminopyrine demethylase
and benzota)pyrine bhydroxylase activities in mice.
kopsinine only induced cytochrome P—45¢ in rough
endoplasmic reticulum of liver. SDS-polyamine gel
electrophoresis analysis showed that the protein bands
of microsomes from kopsinine treated mice were simi-
lar to that induced by phenobarbital in wmice.
Metyrapon, a specific inhibitor of cytochrome P-450,
partially antagonized aminopyrine demethylase activi-
ty of microsomes from mice treated with ropsinine.
The results suggest that kopsinine vyields a
pentobarbital-like induction on liver mixed funetion
oxidasc in mice. In addition, kopsinine was found to
shorten the barbital—induced sleeping time in mice.

KEY WORDS kopsinine; microsomes; mixed func
tion oxidases

WE  BRTEFRN CCL, FHPIEN/ R
HY. A AMEE AR T 200 mg / kg, qd x 3, ig, B

SFHEMIRFBREREORTE. ARER
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R BT (o [ B AR 2R B SR ST BTN B =, BB 100050, H1E)

P—450. NADPH-HIMI &R C #ER. @M R
by, ®EEALHEREEHEREEELE. TRy
= AR T A R T S Y i R AR P4s0 FrE. o
I, BRI AEFRERERSOEBERAHTRESE
H.

XRA BAT, SRk BATHEE LR

RU 3 32 % & AR T (kopsinine)3} CCl, 3| i
F A BT 5 2 R 4o £ il R 1 AR R T
R, W EAE P-450 ¥ 5 45 310 50 30 F
(metyrapone)n) #4r # 5 CCl, WITE MR & &
1EA4E FTOD, R FF SRR R4 65 B P-450 &5
BERTHAFHGERE —EXE%. ¥£TH
FHHS G BEENEN LR T REAFERHN
BE T (AN B 65, % P—-450 BIMERPY, EHilk, &
XHETERTHRTESIBELENE
RK).

MATERIALS AND METHODS

BHR/NR, 100 H, &, k& 202 £SD
1.8 g F E X BB O (nicotinamide adenine
nucleotide phosphate, NADPH)# i & %
C. HHEHE-c—HEHME Sigma 2 A].

MR ENSE SEERT K
H 7 3k 4b FE, BB AFRE, ) 45 FF 80R (K©
-CREHF.

FEmAmAMERMARNPSE DSEE
B, WHAR, BREA48 3 HARNFES
I, BE, SRR, R A EE R
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