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Fig. 1. Effects of aztreonam on ADP-induced rabbit platelet aggre-
gation in vivo (MA: maximal aggregation)
ADP: adenosine-diphosphate

Table 1. Effects of aztreonam on ADP induced rabbit platelet aggregation in vivo (Mean +SD n=10)

Aztreonam 40 mg/kg/day Aztreonam 200 mg/kg/day

ADP 10 uM 8 uM 6 «uM 4 uM 10 uM 8 M 6 uM 4 uM

Before (%) | 54.8+6.4 | 52.2+3.9 | 49.6+4.0 | 43.3+3.8 | 54.4+3.6 | 51.0+2.9 | 50.8%+5.5 | 43.2+3.6

After (%) | 55.2+7.7 | 52.2+4.5 | 48.0+3.4 | 40.6+1.3 | 43.2+7.6 | 41.8+6.3 | 37.6+5.4 | 34.0£5.6

P Value NS NS P=0.05 NS P=0.05 P<0.05 P=0.01 P=0.01

ADP: adenosine-diphosphate

MA MA
0, 0,/
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Fig. 2. Effects of aztreonam on collagen-induced rabbit platelet
aggregation in vivo (MA: maximal aggregation)
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Table 2. Effects of aztreonam on collagen induced rabbit platelet maximal aggregation in vivo
(Mean t SD n=10)
Aztreonam 40 my “kyg/day Aztreonam 200 mg/ kg /day
S T
Collagen 24 pg/ml | 16 ug/ml 8 ug/ml 1 pug/ml 24 pg/ml | 16 ug/ml 8 py ml | 4 py ml
o . I 4__._
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I — e S G —
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— —
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Fig. 3. Effects of aztreonam on col

lagen-induced rabbit platelet

aggregation in vivo (MS: maximal slope)

Table 3. Effects of aztreonam on maximal slope collagen-induced rabbit platelet aggregation in vivo

(Mean+SD n=10)

Aztreonam 40 mg/kg/day Aztreonam 200 mg kg day
Collagen 24 pg/ml | 16 pg/ml 8 ug/ml 4 pg/ml 24 pg/ml | 16 pg ml 8 pug ml 4 pg/ml
Before (%) | 49.2+1.3 | 49.0+4.1 | 45.6+1.7 | 31.0+4.7 | 53.6+5.8 | 51.0+5.6 | 43.4+4.1 | 26.6+6.7
After (%) | 48.2+1.9 | 47.6+3.9 | 45.4+1.5 | 30.2+6.5 | 46.6+5.6 | 43.2+5.0 | 33.4+5.7 | 17.0+8.1
P Value NS P=0.01 NS NS P=0.01 P=0.01 P=0.01 P=0.01
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Fig. 4. Effects of aztreonam on PT, APTT, fi-
brinogen, PIVKA-II in rabbits (Mean=SD n
=10)
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Table 4. Effects of aztreonam on "I, APTT, fibrinogen (Fby), PIVKA 11 in rabbits (Mean t+ S n=10)
Azticonam 40 myg/ kg/day
PT (sec) APTT (sec) . Fhg (mg/dl) PIVKA-1I 7‘U/m|)
Before 8.7t (;4 16.7+ 1.4 | 276.3 £ 51.2 1.354 089
R After 89105 17.3+ 1.6 281.0 1 33.0 1.40 + 0.43
P Value NS NS 7 NS NS
Aztreonam 200 mg/ kg/day
PT (sec) APTT (sec) Fby (mg/dl) PIVKA-1I (U/ml)
Before 8.510.5 155+1.9 ’- 309.3 + 34.1 1.40 £ 0.13
After 8.8+0.7 16.0 £ 0.9 355.1 + 54 .4 1.32£0.54
P Value NS NS NS NS

PT: prothrombin time
APTT: activated partial thromboplastin time
PIVKA-II: protein induced by vitamin K absence- II
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EFFECT OF AZTREONAM ON PLATELET AGGREGATION
AND BLOOD COAGULATION

Takahiro Asada, Futoshi Yanagihara, Yoshitaka Yamanaka,
Muneto Yoshioka, Kanshi Mase and Kojiro Yasunaga

First Department of Internal Medicine, Kansai Medical University,

1 Fumizonocho, Moriguchi 570, Japan

In recent years, there have been reports of hemorrhagic manifestations as a side effect of antibi-
otics. We studied the effect of aztreonam (AZT), the first monobactam, on platelet aggregation and
blood coagulation in rabbits. AZT was administered intravenously at a dose of 40 mg/kg/day or 200
mg/kg/day for 7 days and prothrombin time (PT), activated partial thromboplastin time (APTT),
serum fibrinogen, PIVKA-II and platelet aggregation were examined before and after administra-
tion. We used adenosine diphosphate (ADP) at final concentrations of 4, 6, 8, 10 xM and collagen at
final concentrations of 4, 8, 16, 24 xg/ml as agonists for platelet aggregation. ADP-induced platelet
aggregation was analyzed through maximal aggregation (MA) and collagen-induced platelet aggre-
gation through MA and maximal slope (MS). AZT at 200 mg/kg/day significantly suppressed ADP
-induced platelet aggregation (in terms of MA) and collagen-induced platelet aggregation (in terms
of MS) for each final concentration of ADP or collagen, but hardly suppressed platelet aggregation
at 40 mg/kg/day. Blood coagulational parameters (PT, APTT, fibrinogen and PIVKA II) did not
change significantly after AZT administration at either 40 mg/kg/day or 200 mg/kg/day. We
concluded that AZT hardly affects platelet aggregation and blood coagulation in therapeutic doses,
and that at triple the therapeutic dose it has little effect on blood coagulation and slightly suppres-
ses ADP-induced and collagen-induced platelet aggregation.



