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Descrição do Produto


CORRESPONDENCE



Within that subgroup given LMWH, aspirin offered no additional benefit. What is aspirin’s role, then, when VTE prophylaxis with the most effective therapeutic options is started immediately after orthopaedic surgery? The PEP study will be followed by other comparisons of one LMWH with aspirin in the long-term prophylaxis of VTE after orthopaedic surgery. Frankly, there is no need. Claudio Cimminiello 2nd Medical Department, Vimercate Hospital, Milan 20059, Italy 1
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Pulmonary Embolism Prevention (PEP) Trial Collaborative Group. Prevention of pulmonary embolism and deep vein thrombosis with low dose aspirin: Pulmonary Embolism Prevention (PEP) trial. Lancet 2000; 355: 1295–302. Nurmohamed MT, Rosendaal FR, Buller HR, et al. Low-molecular weight heparin versus standard heparin in general and orthopaedic surgery: a meta-analysis. Lancet 1992; 340: 152–56.



Sir—The Pulmonary Embolism Prevention (PEP) trial1 demonstrates the efficacy of aspirin in reducing the risk of pulmonary embolism (PE) and symptomatic deep venous thrombosis (DVT) in patients undergoing surgery for hip fracture up to day 35. The clinical evaluation was by mortality and in-hospital morbidity (DVT, PE, myocardial infarction, stroke, and bleeding) instead of the radiographic criterion of phlebography for DVT that is most often used.2 The efficacy of aspirin was observed in patients undergoing surgery for hip fracture and it is very surprising that the PEP group makes recommendations for a much larger population of high-risk medical patients. The thromboembolism risk in medical patients was estimated in the 1994 meta-analysis on only 555 patients, and there were very different illnesses and variable doses of aspirin.3,4 The routine use of aspirin for DVT prevention in medical patients has never been evaluated prospectively, and its efficacy cannot be extrapolated from a trial in hip-surgery fracture and a meta-analysis of trials in patients as diverse as orthopaedic surgical, general surgical, and high-risk medical. Subgroup data in the PEP trial show that concomitant use of aspirin and low-molecular-weight heparin (LMWH) did not produce any additional reduction in risk of DVT (event rate 1·4% for aspirin plus LMWH and 1·8% for LMWH alone; p=0·37). Indeed the thrombosis risk seems similar for aspirin alone (1·7%), for unfractionated heparin plus aspirin (1·6%), and for LMWH alone (1·8%). Given the widespread use of LMWH thromboprophylaxis in Europe in
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orthopaedic patients and the lack of synergy of LMWH and aspirin in the PEP trial, the place of aspirin when LMWH therapy is used can be questioned. Moreover, the risk of bleeding may be increased by this combination. In PEP the excess of bleeds requiring transfusion among patients on both heparin and aspirin was not significant (p=0·06). However, aspirin was associated with a 12 per 1000 excess among patients also receiving subcutaneous heparin (3·4% vs 2·3%) but only a one per 1000 excess among those not on heparin (2·6% vs 2·5%). Despite the PEP trial, aspirin is not clearly useful in orthopaedic patients receiving LMWH. In general surgical and medical patients, further studies are needed comparing the preventive effect of LMWH and aspirin. *Isabelle Mahé, Jean-François Bergmann, Emmanuel Mahé, Charles Caulin *Service Médecine A, Hôpital Lariboisière, 2 rue Ambroise Paré, 75010 Paris, France; and Service Dermatologie, Hôpital Bichat Claude Bernard, Paris 1
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Pulmonary Embolism Prevention (PEP) Trial Collaborative Group. Prevention of pulmonary embolism and deep vein thrombosis with low dose aspirin: Pulmonary Embolism Prevention (PEP) trial. Lancet 2000; 355: 1295–302. Eriksson BI, Wille-Jorgensen P, Kälebo P, et al. A comparison of recombinant hirudin with a low-molecular-weight heparin to prevent thromboembolic complications after total hip replacement. N Engl J Med 1997; 337: 1329–35. Antiplatelet Trialist’s Collaboration. Collaborative overview of randomised trials of antiplatelet therapy-III: reduction of venous thrombosis and pulmonary embolism by antiplatelet prophylaxis among surgical and medical patients. BMJ 1994; 308: 235–46. Collins R, Baigent C, Sandercock P, Peto R, for the Antiplatelet Trialist’s Collaboration. Antiplatelet therapy for thromboprophylaxis: the need for careful consideration of the evidence from randomised trials. BMJ 1994; 309: 1215–17.



Sir—Finchley Memorial Hospital received a number of patients for rehabilitation after elective hip surgery from Barnet General Hospital, a participant in the Pulmonary Embolism Prevention (PEP) trial.1 In many instances, 160 mg daily aspirin or placebo started preoperatively could not be continued for 35 days according to study protocol, the reason being that patients did not always arrive with their trial medications. Also nurses shared out “PEP tablets” among patients when supplies ran low. Thus the preoperative randomisation was not adhered to. I did emphasise to nurses that every “PEP tablet” was unique and intended for named individuals only. I cannot provide further details that might be useful for statistical analysis



and accept that I should have raised these points when the trial was going on. S M Tauzeeh Department of Medicine for the Elderly, Finchley Memorial Hospital, London N12 0JE, UK 1



Pulmonary Embolism Prevention (PEP) Trial Collaborative Group. Prevention of pulmonary embolism and deep vein thrombosis with low dose aspirin: Pulmonary Embolism Prevention (PEP) trial. Lancet 2000; 355: 1295–302.



Sir—The Pulmonary Embolism Prevention (PEP) trial showed that aspirin reduced the incidence of venous thromboembolism up to 35 days after hip surgery or arthroplasty.1 In a subanalysis of clinical events, there was a striking difference in the reduction of fatal versus non-fatal pulmonary emboli (risk reduction 58% vs 26%). Although the study was not designed to detect such a difference this finding should not be overlooked. It confirms results from animal studies, and there is a pathophysiological explanation for this result. In the early 1980s, animal experiments looked at the effects of pretreatment with a cyclo-oxygenase (COX) inhibitor on haemodynamic manifestations and outcome of pulmonary embolism induced by autologous blood clot injection. The COX-inhibitors were indomethacin2 and aspirin.3,4 Haemodynamic manifestations2,4 and mortality3 were much reduced or even abolished in pretreated animals. The explanation presumably lies in inhibition of thromboxane-A2 synthesis by these drugs. Thromboxane-A2 is a powerful pulmonary vasoconstrictor. Through its proaggregatory effect on platelets, it can also contribute to the release of serotonin, which is, on a molar basis, the most powerful pulmonary vasoconstrictor known. Acute pulmonary embolism is associated with an increased release of thromboxaneA2,2,5 the degree of thromboxane-A2 release correlates with risk of mortality,5 and pretreament with a COX inhibitor attenuates this release.2 Until recently, we did not know whether COX inhibitors favourably affected the outcome of pulmonary embolism in human beings. The PEP trial may have changed this. Aspirin may have reduced not only the incidence but also the outcome of pulmonary embolism, as in the animal studies. If aspirin is responsible for a shift in clinical manifestions from fatal to non-fatal emboli, there might also be a shift from clinically apparent to subclinical emboli. Thus the difference in incidence of pulmonary embolism could be driven by the effect of aspirin
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