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Effects of econazole and clotrimszole on TXB, and
PGE, productoen in calcimycin—stmulated neutrophlls
and arachidonic acld—stimulated plateleta.
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Shanghai 200433, China)

ABSTRACT The effects of econazole and
clotrimazole which are used as antifungal agents, on
TXB, and PGE, production in calcimycin
(A—-23187)—stimulated rat pleural neutrophils and
arachidonic acid (AA)-stimulated washing rabbit
platelets were examined by radicimmunoassay.

Econazole and clotrimazole 8.05—-100 pmol » L™ in-
hibited TXB, production both in rat pleural
neutrophils and in rabbit platelets with a dose—depen-
dent manner. The most potent inhibition was found
in rabbit platelets. At the concentration of 50 umol »
L~!, econazole and clotrimazole were suficient to in-
hibit TXB, production in rabbit platelets by up to
99% and 98% respectively. Econazole and
clotrimazole 0.05-5 pmol » L™ also increased PGE,

biosynthesis in rabbit platelets. But econazole and
clotrimazole 50 uymol - L™ reduced the PGE; pro
duction in rabbit platelets to 11% and 37% of the
amounts of 5 ymol - L™ econazole and clotrimazole
respectively.  The results suggest that econazole and
clotrimazole at lower concentration may have a selec
tive inhibitary effect on thromboxane synthetase. at
higher concentration they also inhibit cyclooxygenase.
KEY WOQRDS cconazole; clotrimazole; aspiring
blood platelets; newtrophils; thromboxane B2;
dinoprostone; radioimmunoassay; calcimycin
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(Eco) ¥ 32 8 Pk(Clo) X+ T B R W3 a9 X Bl 4
E AA 5% /ME(RPIP4 TXB, MA R RIK
EHEMMMER, Eco # Clo 50 pmol - L' ff RP I8
TXB, £ BB AW AMHAN 09%E 2%. M H
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MATERIALS AND METHODS

Sprague—Dawley KR, &. {X& 265+
SD30g. New Zealand K%, 5, {k& 2.5
T 03 kg F EH B K (A-2218TH A
Calbiochem— Behring 7+ &), i X3EFF AA
EMEL(SLHE 99%)F Sigma 7 E. 25 HEM
(econazole)fl B M (clotrimazole) & 5h By 2
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BEAVLERTERME BT N-"HETFR
BOMFHEREHE., HANKBRERESA
16.7% DMF, 16.7% ¥ Z B, 66.7%4% &
KRR HYREN AR, DMF HEZ
CRAUREEABIT 0167% (vol « vol ™),
TXB, & PGE, B aRREHEMaLE
BIE S ER,

AREADELQEBAGEHE MRREZ
BN THARGEREATA 1% AER
BFW03m)l, 4bh FHAEML, HBXES
TU « mi™" By R S BEEEZE M (PBS, pH 7.4)»
e MR EW, BRET 4C T 10 min (200
xg) FLBWH, BUHENAKREZEFY
0.75% % AL 6% 17 mmol « L™ Tris—HC1
P (pH 7.4y, DIEIRH bRy mm. ik
BHOMERE.LQR0x g SminiiER, B
AHREREH 7K —IK, REEFETE
SRR M H, T 4 56k R Rl B2 SR
A, PMMAMMEE, 58 ml &5 x 10°
B #ELAFEHEASOMREE, P4
HOMR L 95% bl b, EREHER AR ERT 98%
VA B4 B 15 A,

hERGEREE Bt BT 1
ml, WA BRF MRS W 10 ul. T
MCHEERF 20 min, HiMA A-23187 %
W, AN 2 pmol « LY, F 3TCRESE
BEH Smin [FHH, EIBKEHHIN 10%
RS pH 3.5, # LY.

BMNERSERRIBEE BEFZQHER
EFLOBRARMN, 208 ACD ¥ ¥ (citric
acid 65 mmol- L™, trisodium citrate 85
mmol - L™}, dextrose 110 mmo! - L& 6 :
1 (vol - vol DRYLLFIIRSIHBE, HBT 200x
g B 10 min, MK 12 M /NE I 3K (PRP),
1500 x g B> PRP 15 min, P{IE 00 M AR
A& EGTA02 mmol« L M & LU
(2.5%, wi/volNEWBEHMK, BRERY
CaCl, 1.3 mmo!l+ L™ #1 0.25% (wt/ vol)4
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1% B H A (BSAW & R H R m b E R,
M N R AR ml & 1.6 10° iR
BUSE Mt /DB | ml, MIABRB MR
Boxi R, BEIRMAPEQHAR. AEHE
/B B 10, 30 &% 100 umol « L' 8 AA #
W 5 min 5 1k SRE.

TXB, B PGE, IR SAE HEFI
HPHEOARERSRN/MMER., FRTH
AIMABRMER B ZBMERFX, SHM
KERBAEIM, B N, KT, -35CH
7, WEArHERPMA pH 7.4 BIBERREE ph X
H¥EE. BHSeEE""NeH]d TXB, B
PGE, M ht.

TREREP x+SD xR, BEHEMER
¢ Fu.

RESULTS

A-238T A BB TXB, &
PGE, £ giMIKM FAMBTRRMAHR
T, KEPHLMAIR TXB, 1 PGE, /2R #
HRTR% 28113 K341, 7ng/ 107 cells
(n=4). WEBMAEKRERN 2 pymol- L' B
A-23187 #| 5 min, #B{# TXB, § PGE, B4
BRATPMME 79208 (n=3) & 29.8+ 2.9
ng/ 107 cells (n=5)., 5 TXB, #l PGE, W2
HENRALFHEZELBEP<0.0D), &
HFET A-23187 BEHI B A B K 1 5 41
TXB, 5 PGE, B4 1.

Tt A-23187 BN AR DR SN
TXB, #l PGE, £ AN & R s
7F 0.1-100 ymo!l - L' HIIRETEEI A1, #ER
IS A-23187 WP K B PO 4K TXB,
FER, HERFHARKNMMX(Figl). H
BAMWEI BN 82.9% % 84.5%. S
FITIHMMAE 0.1 F 1 umol « L' BB T, 3
KEHHQMENT™Y: PGE, BE BEME A,
BRMABEE - EMANmAY,. HiitE LR
EZAREP>005. HEPEZFALE 10 H1 100
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Fig 1. Effects of ecomazole and clotrimazole on the
productlon of TXB; and PGE, in rat pleural
peutrophils stimulated by 2 umol - L' ionophore
A—23187 for § wmin in vitrs, n=d, x = 8D,
*P>005 "‘P<0.05 °""P<0.01 w control
(O) TXB; (@) PGE,

pmol « L™ MM E T, WEEBEWH PGE, i
HR(P<0.01), XS5XHPIRBEHFEREEEM
Hafpl. 7E 100 pmol « L7 MK T, 2S5 BE0E Y
MMEER bR T R,

AA FBER R MK TXB, # PGE, 5L
BIR M WA Mm PR TXB, A PGE, #y 3
HMERERBE. 4HEAF 13213 #=5K
0.26 + 0.06 ng # 10° M/ P (n=15). ¥ AA
PR I/ BF SRR A R 4, SEERG /MR —
RIBH Smin, FERFEEI TXB, 1 PGE, i

Tab 1. Effects of exogenous arachidonic ncld on
TXB, »snod FGE, production In weshlng rabblt
platelets in virro. n=3-% experiments, x * SD,
*T*P<0.01 vs control.
Arachidonic TXB, PGE,
acid (ng 7 10* {ng /10
{umol-L™" platelets) platelets)
0 1.3+ 1.3 0.26+0.06
10 238" 29+06"°
10 378 84" 25£%°
100 463 57" 40 +6"°

AR, MAHE AA MARMR . TXB,
#l PGE, pY 4 i, Bl BiE 2 38 i (Tab 1). X4
m AA R AET 30 ymol- L7 B, TXB,
1 PGE, A BN EEFRTTR. NE
HIBHFELTTRASER, A AA KK
3 30 pmol ~ L7 LATLER 24 AU4VE .

Bz AA RSk FRENL/ME TXB, &
RSB B W] PR R B A Y PR BRI
I, Wk #E % 0.05 ymol - L7V I, BESE TXB,
MABRBEAREAaY, Uit RAFREL
R(P>005. MK EX 05-50 gmol- L™
mf, MIEEREME AA BFHEEREM DR
A% TXB,, HIMMHERERMEKEME. miE
g A B AT 0.05—-50 pmol « L' K HEH
Bl PR, #BRER X IN kG M A TXB,, 3
EREMABEHUNMIR. 7 005-5 ymol «
L™ A3 T 25 BRI ST IR M X TXB, A R Y
I 4 A LB B P AR (Fig 2). &K BE S EA
RBEER(P<0.01).
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Fig 2. Inhibltory effects of econazole, clotrimazole and
asplrin  on  TXB, blosynthesls from exogenous
arachldonic acld In washing rahblt platelets in vitro.
n=3-% X t+ 8D, " P>0.05, P < 0.08,

"TP<001 vs comtrol. () Econazole; (@)
Clotrimazole; (x) Aspirln.

HPA AL BENERRI/NME PGE, %
Bk B E A AA BRATRAERT
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/M PGE, 2E i 5 A 5% TXB, £
M MIER MM, HRAE 0.5-50 ymol - L™
MWET., ARBEWE PGE, 4K, WA
MRS SHELARR, F{BEWHM
W EN % 0.05-5 umol - L7V B, KT
fEi i PGE, WA RE, FAHMINEES
AR B FHAG. HYEE®NN 50
pmol » L7' i, 2§ HE w0 5@ 2w I |Y 4 4 i /s
R PGE, R4 IR R4 5% 5 umol - L™ 2HRY
1M1% 3 37%., EPIEE B ¥
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Fig 3. Effects of ecomazole, clotrimazole and aspirin

o PGE; blosymthesls from exogenous arachldoalc scid
in washing rabblt platelets in vitro. The drugs were
wed at the concentration of {A) 0.05 umol - L, (B)0.5
gmol » L™, (C) § pgmol» L™, (D) 50 zzmol + L.
n=4-5, x * 8D, “P>=1.08, P <1008,
***P<0.01 vs control.

DISCUSSION

FefELE LRy ERE L, XHF— 5 WK
T AR SER M S K R B RS AR
TR AT AA WEMW., XR$EMA
A—23187 B M LB RS BE L AA, B LA
B2 0.1-100 pmol - L™ R B T #58E LI
BB TXB, £ 8, Wi PGE, =K
Hw MR 0.1-1 ymol » L™" MBI EE FH 1
R, £ 10-100 ymol - L M B HEH B
ERIDEIYER, A2 PO E7E R K B X R
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S BHIERE BB I H .

TR TXA, & BBE, o {75 R
RO EAwEFHFH WS K PGE, PGD,
%, EWEHNENERBE N WMHAE
BRI RN TXB, AN RRRE, T HEAEE
PGE,, PGD, ¥ EREBHLEME. X THRE
25 B SO BN X SR B A R HRItE A, R
X WEE T W AT A /PRSI EE AA
4 B TXB, fll PGE, HIfng. &5 85 Bemefise
B|WFE 0.05-5 pmol - L7 B BB TXB,
£k, I PGE, WA R, R EMNIE
WE TR EIH TXA, & HEE. T 50
umol « LM B R F S B v 43 B[ fE {8 PGE,
B B A S umol- L7V H I 11% 50
37%, RWGHME TXA, & HFMI PGE, &
A g B0 I B E R PGE, A IR B W T
EREEMER. LRI EITHARKH T
BEWaEKEENBEREAME TXA, & &
B, MEXEMAENE TXA, S RENH
i, AR R E AT
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Effects of sodium 185—glycyrrhetinlc acld on the pro-
dmctiom of actlve oxygen species and the concentration
of intracellular free Ca 1n rat nemtrophils

WU Yong-Jie, LIXin—Fang
{Departmen! of Pharmacology, Lanzhou Medical Col-
lege. Lanzhcu 730000, China)

ABSTRACT The effects of sodium 188
glycyrrhetinic acid (SGA) on the production of active
oxygen specics (AOS) and the concentration of
intracellular free Ca™ {[Ca?*}i) in the rat nentrophils
were studied by the methods of luminoldependent
chemiluminescence and calcium indicator Fura—2
loading. The results showed that SGA 0.8-12.7
gmol = L' selectively inhibited caleium inophore
A—-23187—stimulated AOS production with ICg,, 1.4
gmol = L™ while SGA 25.4-203 gmol - L™ stimu-
lated neutrophils to generate AOS and potentiated the
action of chemotactic peptide fI—MLP on inducing
AOS production, SGA 254-203 or 6.3-50.7 umol »
L' depressed the [Ca®]i rise in neutrophils stimu-
lated by A—-23187 or f—MLP; in the contrast,
werapamil or diltiazem has higher effective concentra-
tion more than 100 or 200 ymol - L™! to f~MLP and
left [Ca™Ti rise induced by A—23187 unaffected. SGA
101.5-203 pmol+ L™ also caused [Ca®!]i tise in
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ncutrophils. The result analysis indicate that the ef-
fect of SGA on AOS production has no relationship
with its regulation to [Cal*]i in neutrophils.

KEY WORDS
oxygen; calcium

glycyrrhetinic acid:  neutrophils,

WME 15/ HEEMM(SGA) 0.8-12.7 ymol - L™ 3%
FHMME A-22187 S H New EHEE R,
254-203 pmol » L' #I 8 New & RIEH K, HME
FMLP MIEHE A fEH. SGA 254-203 B
6.3-50.7 umol - L 1% A-23187 3 (—-MLP {5
Neu [Ca®)i #1i1, 1015 umol - L' L L EH T H
Neu[Ca®)i B0fEH.

*ia HEXKER: J{hHgam. o %

188—H E % B8 #4 (sodium 18p—glycyr—
rhetinic acid. SGAYEHEMH R AKE-HHE
K B (glycyrrhetinic acid) ¥ R 1 &,
FoR., MERIELLENFIRR PGE, £ H
R RIS RIEEAAERY?. EENTRE
BH. B9 MER M ERAEEEE AT
REFHESY. N H M SGA MM
L, FXFEFTHH AR P HEOHER
(Neu)id # 8 4 B B % Neu #1 Ju A #F B
Ca™ M BE[Ca®' i ISR,


http://www.cqvip.com

