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Background

Antifibrinolytic agents are commonly used during cardiac surgery to minimize 
bleeding and to reduce exposure to blood products. We sought to determine whether 
aprotinin was superior to either tranexamic acid or aminocaproic acid in decreasing 
massive postoperative bleeding and other clinically important consequences.

Methods

In this multicenter, blinded trial, we randomly assigned 2331 high-risk cardiac 
surgical patients to one of three groups: 781 received aprotinin, 770 received tran
examic acid, and 780 received aminocaproic acid. The primary outcome was mas-
sive postoperative bleeding. Secondary outcomes included death from any cause at 
30 days.

Results

The trial was terminated early because of a higher rate of death in patients receiving 
aprotinin. A total of 74 patients (9.5%) in the aprotinin group had massive bleeding, 
as compared with 93 (12.1%) in the tranexamic acid group and 94 (12.1%) in the 
aminocaproic acid group (relative risk in the aprotinin group for both comparisons, 
0.79; 95% confidence interval [CI], 0.59 to 1.05). At 30 days, the rate of death from 
any cause was 6.0% in the aprotinin group, as compared with 3.9% in the tranexam-
ic acid group (relative risk, 1.55; 95% CI, 0.99 to 2.42) and 4.0% in the aminocaproic 
acid group (relative risk, 1.52; 95% CI, 0.98 to 2.36). The relative risk of death in the 
aprotinin group, as compared with that in both groups receiving lysine analogues, 
was 1.53 (95% CI, 1.06 to 2.22).

Conclusions

Despite the possibility of a modest reduction in the risk of massive bleeding, the 
strong and consistent negative mortality trend associated with aprotinin, as com-
pared with the lysine analogues, precludes its use in high-risk cardiac surgery. 
(Current Controlled Trials number, ISRCTN15166455.)
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