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Effects of imazodan and dazoxiben on cAMP levels
and PGI; production in cultured bovine aortic endothelial cells
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ABSTRACT We have investigated the
effects of imazodan, a potent inhibitor of
phosphodiesterase III (PDE III) and dazox-
iben., a selective inhijbitor of thromboxane
synthetase on cAMP levels and PGI, pro-
duction in cultured bovine aortic endothelial
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cells by radioimmunoassay. When cultured
endothelial cells were incubated with imaz-
odan. intraceliular levels of cAMP were
increased in a dose—dependent manner. PGI,
production induced by arachidonic acid (AA)
was not affected by imazodan 0.1-10 pmol/
L. But imazodan 100 pmol/L caused a
359% inhibition of PGI, production. In the
presence of AA, dazoxiben could also ele-
vate intracellular levels of cAMP. Further-
more, dazoxiben 1-10 pmeol/L caused a
marked jncrease in PGL, production. but
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1000 umol/L, inhijbited PGI, production.

KEY WORDS vascular endothelium: cul-
tured cells: adenosine cyclic monophosphate:
arachidonic acids: prostaglandins X: imid-
azoles: aspirin: radicimmunoassay

MY i RESTERIARFIEEL EA FHk
M cAMP K F & & 6-keto-PGF,o ik i & &9, {7
MEeRiE 0,1-10 pmol/L fEF 5 cAMP K, {HFREM
6-keto-PGF,, Y25, RAFEY 100 pmol/L gt A
il 6-keto-PGF,a FERL, MBI 3520, &M
3 1-1000 pmol/L h 48 F- & cAMP 5K F, 3 & 1-10
winol /L 3 I e-keto-PGF,, 74 gt & , 1 1000 pmol/
L g milim ] e-keto-PGF,. py8: 5. )

MM MEFAK, E3EeelE BREFR -5
EETHEEE WPIBRE X 3, pkeks, MFITH,
pird- i B 3 el

MR A, (TXADFFIH R £ (PG5
meeEs LN ERHFXREEY, TXA, f#
KRR cAMP S &, #3m | K ¥ &£,
PGL RIgEFA Eramiaky cAMP 58, 5 & f/h
MR, LERD, B [LIPDE 1)
&3] (705 e (imazodan, Ima) §) TXA, &
X BE #7714 4/ K (dazoxiben, Daz)#FgEHD
Bl N ERED, BRI ] R TXA, 45
89, AEMAER cAMP KFESY, 35 5%
—B VR P S EDI M ERIT PR, R
HIMEFR NIRRT, WE
TEAMM#HER cAMP K PG, 4 s pE
ma, HEitTHEIEN cAMP KSEFR PG, 4R
BZRIMEE LR,

MATERIALS AND METHODS

. Ima Bl 4,5-— 8(-6-T4-(1 H-pkug—1-) &
#H1-3-(2 H)-nkefh i e 3k (CI-914), Hi&KBE
HEBIRESR, T & E &K, Daz @l 4-
[-2-(1 H-pei—1-)38 7,25 135 HH BR £ BB #h (UK-
37248), HIFRBRENRFEEHK, HTAEHEE
7K. U EIREE AR Sigma 24F] 75, cAMP B
SRUEHD FTEE_EH AR EZRE,

§-keto-PGF,, A TEBETEE ¥ 8 25

EREXFRTEEEE4,

HMREERE DAk AR
FEBEMOS ORI, 8 Esk
ENBE RS, BEBASICEET0.1% I
EERG b b 144k 1020 min, &S HEMBKN
WL 250 x g B0 1o min, TTRMHREME
RAEH 0%/ FnER 199 35% & B2, B
ITCEH Y CO. ¥iWE D 5. F0.25%
BREAEECWEAR AR ERERE, AR
minErAMERAZBNBEERSSENEHA
Ep T (G PAPYE: I VINI [ TR 2 IR ™,

HEMEFLE s RATPT a5 3
d3 HEREHBILESHTXER.4£H Hanks
Sk ERR, ABMASHELLRS
H#5hy Hanks @23p¥, 37C 0k REBE
15 min, MEINA£EHE 4 20 pmol/L @ 1 4P
R (AA)RA R B A 4% 2 B & S min,
BB |- iF i TiE W 6-keto-PGF,,, HEE
RIS BN cAMP,

6-keto-PGF, i I#MESME [ H AR
EERESEFENEXE LR IBRRIFEK,
W EBZRENEYHE, TREAKEREH
F, —-30C £ 7. A RIA 8| F 6-keto-
GPF.. i & 8.

cAMP IR SME 32 400E 3 1 mol/L
AN EERRIEEIIE R NE, A f N
e d T, # 2 5imn, Ein AKOH
2mol/L thflS S AR, 515 W Ry pH % 5-6, 1100
x g B0 15 min, X ¥ - 30°CRFF-FRIA
B E cAMP & B,

RESULTS

AA 3P B4R &£ PGL, MR cAMP
AENEE TEIRNMASTHBRT, HES
M=y PGL(LLH B m Al 7= 4 6-keto—
PGF,. 7)) Bf%, RH 0.44+SD 0.12 ng/
FL(n=12), MR cAMP 585 0.92+0.17
pmol/FL(n=12), FI£¥& F 2y 20 umol/L
AA ¥R 5 min, P45 PGL, N3]
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3.66+0.63ng/fL{n=17).BEEERF P
0.01), Ti#RMHF cAMP 5 BN A BEE,
33 0.94 0,30 pmol/F {n=17)(P>0.05),

HaEHI AA BB A K SN > % PGL,
NERA cAMP S EMER FRLKEER
FIFR S L ERmiRlF, 7E 1 0 100 pmol/L Rk
BT, #SeppEMSInESmia &~ £ PCGL, H
MHEEERREREE, EXEBEYN cAMP &
RWEE BEARR(Tab 1),

Tab 1. Effects of aspirin, imazodan and dazoxl-
ben cn cAMP levels and PGI, production induced
by AA in cultured bovine sortic endothelial cells,
Number of experiments in parentheses, T+5SD,
*P>Q,05, """P<0.01 vs conirol,

Drug s-keto-PGF,, cAMP
(umol/ /L) (ng/well) {pmol/well)
Control 3.66£0.63(17) "0.9430.30017)
Aspirin
1.0 0.67F0.88*""(6) 1.30x0.98"(5)
100 0.29+0.05%**(8) 0,94£1.00%(5)
Imazodan
0.1 3.27 0,561 2.B9 080" (12)
1.0 4.03+£0.45%(9) 3.60+1.32%*"(12)
10 3.16 £1.02%(11) 5.03+1,54"**(12)

100 2.38E0.56"*%(12) 7,37 12,.10"*(11)
Dazoxiben

1.0 6.07 £0,68%"*(5) 2.13%1.11***{6)
10 9,05F1.52%*%(5) 4.73£2,51**"(H)
100 3.310.87%(6) 3.97+£3.15*""(86)

1000 1.3850,42***(6} 4.08:£2,54**"(6)

Ima 3f AA R BA KM =% PGL 71
R cAMP X MM N Ima 0.1-100 wmol/
LELFASHRBRBAK AMP 58, #E
BB, {H0.1-10 wmol/L Xf AA ES
FIR R PGL, i E B&EMNE W, R
# 100 pmol /L 7 REIM I PGL py2ERR, HiWb)
#E# 35% (Tab 1),

Dez 33 AA S RM K 4 8 =% PGL, 7@
BA cAMP S R#®E M Daz 1-10umol/L &
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B E PGL A BN TN, {EE 1000
umol/L i Daz RZ gk PGL, w44 & B,
0 P31 cAMP 7K Pt o P 48 4 R E 7 B A3
MTEF-#E(Tadb 1), -

DISCUSSION

Ime 7 0.1-10 pmol/L Bf 5 #AA: B35 7+ 8%
MRy cAMP /K, {HHFIPH 7 W B~
# PGI,, fi7E 100 pmol/L i} Ima #7540 8
N cAMP K g ing) PGI, MR, BEX
AR 7, FEmM P cAMP KEREID M
Frsm e e it PGLy, {B Brotherton 3 A A JaX
Fxi PGL A uyim{ER, TTeEEEXR R T
FrEMmAa S cAMP KIEZ A 53 AA Ll
FOBERWCTY, R FHE, XIGAN
Ima ¢ 100 ymol/L &% PGL, £ g & 0 MI4E
B, MTHERELXSSREN HENG BIEER
HEmMR PGL, FHENER, s AASHE
B cAMP SBT3k,

Daz {3 BE 6 RN POL y2E X I, T
BRENlgn® PGL AR, XFEHE EZHE
% Daz 7E{G 3R BT AE £ M 30 B TXA, & &
K, 05 MR (1000 pmol /L)% 3 H ML H
BRI HERYY,. Daz 75 4 BB 1 cAMP
HBTHES AA BSNEAERE™E X | PGL,
MBI TXA, Y SERH X,

e/ BURITh, Daz 5 7 ¥ 4 K i
cAMP S BEHER, REB S B R1E
Hen, KresRER, Ima fnDaz #f gk A &
M cAMP K, 3 BN s A
B 4 POL," {SMerTF Wigkm o & + &
w PGL, pu2E i, iXit—#4275, ImafiDaz
AE RN HEH, WX ismEiE
00 00 i 4 2R, G R IR B B gk P R A
—MHEDBERTERX,

Mkt CRESEFT A NE RSN S 1T
LB T, FEHSLEHEIERBERNTER

REENAZ S RFEPCLYE, ARE gaenprunn, SRaNRRSReLRSR
i B cAMP K, TTE4HAR N K cAMP & SR EE, .
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Immediate type anaphylaxis of streptomycin allergy

elicited by streptomycin polymers!

HU Chang—Qin, ZHAO JYian—Xi, JIN Shao-Hong
{National Institute for the Control of Pharmaceutical and Biological Products, Beijing 100050, China)

ABSTRACTE It has been known that strep-
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tomycin (SM) can cause some jmmediate
type anaphylaxis even anaphylactic shock
in clinical thetapy. The characteristic of
the substance that elicits the allergic re-
action has not been reported. Using gel fil-
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