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Review of an article: Results of the randomized,
placebo-controlled clopidogrel and acetylsalicylic
acid in bypass surgery for peripheral arterial
disease (CASPAR) trial. Jill J.F. Belch, MD,
FRCP, John Dormandy, MD, FRCS, and the
CASPAR Writing Committee, Dundee and
London, United Kingdom (J Vasc Surg
2010;52:825-33)
Lily Thomson, RN, BN, CPN(C), RNFA
The Clopidogrel in Unstable Angina to Prevent Recurrent
Ischemic Events (CURE) study, dual antiplatelet therapy with
clopidogrel plus acetylsalicylic acid (ASA), showed a reduction in
major cardiovascular endpoints. In addition, the Clopidogrel and
Metoprolol in Myocardial Infarction Trial, dual antiplatelet ther-
apy with clopidogrel plus ASA, showed a significant reduction in
death, reinfarction or stroke (P = 0.002).

The investigators theorized that a combination of ASA and
clopidogrel might reduce the risk of occlusion of infrainguinal
vascular grafts in patients with peripheral artery disease (PAD),
in comparison with ASA alone.

The Clopidogrel and Acetylsalicylic Acid in Bypass Surgery
for Peripheral Arterial disease (CASPAR) study was a prospec-
tive, randomized, multicenter, double-blind, placebo-controlled
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study of the efficacy and safety of using clopidogrel in combina-
tion with ASA in comparison with using ASA alone in patients
with PAD undergoing unilateral below-knee arterial bypass
grafting.

The patients were enrolled 2 to 4 days after surgery and
randomized to clopidogrel 75mg/day plus ASA 75 to 100mg/day
or placebo plus ASA 75 to 100 mg/day for 6 to 24 months. The
primary efficacy endpoints were index-graft occlusion or revas-
cularization, above-ankle amputation of the affected limb, or
death. Severe bleeding (Global Utilization of Streptokinase and
Tissue plasminogen activator for occluded coronary arteries
[GUSTO] classification) was the primary safety endpoint.

The investigators compared 851 patients in 87 sites, in
13 European countries and Australia, between September 2004
and August 2006. A total of 425 patients were randomized to
receive clopidogrel and ASA (venous grafts, n = 297; prosthetic
grafts, n = 128), and 426 patients received placebo plus ASA
(venous grafts, n = 301; prosthetic grafts, n = 125).

Patient follow-up evaluations included a physical examina-
tion, duplex scan, angiography and ankle brachial pressure index
(ABPI), Ankle Brachial Index (ABI) measurements were per-
formed at 1 month and then every 6 months up to 24 months
or until the end of the trial. Gender, smoking habit, diabetes,
history of CAD or cerebral vascular disease or PAD stage
(II, III, or IV) had no effect on the primary outcome. However,
there was an independent predictive effect of graft type, of age
and the distal sites of anastomosis. Although there was no predic-
tive effect of the preoperative ABPI, there was an effect of post-
operative ABP. The presence of a statin in the concomitant
medication at 1 month was also an independent predictor of
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favorable outcome. However, the time from surgery to the first
study drug intake, ASA dose, ASA intake and other antithrom-
botic treatments received from surgery to randomization was
not significant.

Severe bleeding according to the GUSTO definition occurred
in a greater number of patients (9; 2.1%) in the clopidogrel group
than the placebo group (5; 1.2%); however, this differencewas not
statistically significant. The investigators concluded that the dual
antiplatelet therapy of clopidogrel plus ASA did not significantly
reduce the primary endpoint of occlusion, revascularization
procedure, above-ankle amputation, or death in patients with
PAD requiring below-knee grafting. This is in line with the results
of the Clopidogrel for High Atherothrombotic Risk and Ischemic
Stabilization, Management, and Avoidance (CHARISMA) trial.
However, based on secondary analyses, in a preplanned subgroup
receiving a prosthetic graft, there was a statistically significant
improvement with clopidogrel for the primary outcome of graft
failure or death, reducing rates of occlusion and amputation to
levels that compare favorably with those seen in patients receiv-
ing venous grafts. The clinical benefit of dual antiplatelet therapy
in the subgroup of patients with prosthetic grafts would need to be
confirmed in further studies.
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