Impaired response to aspirin and
clopidogrel: how do we treat?

“..newer antiplatelet agents such as cangelor and prasugrel ... may be the
solution for patients with impaired response to ASA and clopidogrel. However, we
should be cautious to make such a recommendation as data with newer
antiplatelet agents are limited and bleeding risks are high.”

The two most important antiplatelet therapies
used in the management of cardiovascu-
lar disease are acetylsalisylic acid (ASA)
and clopidogrel. The response to ASA and
clopidogrel in terms of antiplatelet effects is
not 100%. An impaired antiplatelet response
is noted both in laboratory studies and patient
outcomes [1]. Impaired responses to clopidogrel
and ASA are due to several factors: first,
inadequate dosing; second, noncompliance by
patients; and third, drug—drug interactions and
our genetic polymophisms [2-4]. Such impaired
responses have manifested as acute coronary
syndrome (ACS) or stent thrombosis in patients
with cardiovascular disease [5]. Patients with
ACS who present with angina despite being on
ASA are considered to be high risk.

“The incidence of impaired response to ASA
and clopidogrel is astonishingly high.”

The incidence of impaired response to ASA
and clopidogrel is astonishingly high. The
impaired response to ASA is 0—65% and for
clopidogrel is 4-58% [6]. There is no direct
correlation between the laboratory findings
of impaired response to clinical significance.
However, an association between the labora-
tory finding and clinical adverse events has
been well described [7].

The study carried out by Bhatt er al. elo-
quently demonstrates the correlation of the
impaired incidence in the study to the pub-
lished literature (8]. The physicians appropri-
ately increased the dose of ASA and clopidogrel
in patients with impaired response as recom-
mended by guidelines [9]. The limitations of the
study are that it was a retrospective analysis and
lacks a correlation between laboratory find-
ings and clinical adverse events. An easy rapid
clinical test such as urine or blood analysis to

demonstrate the impaired response would be
useful. Such a test could be administered to
all patients with ACS and patients undergoing
percutaneous angioplasty and interventions.
Patients with impaired response can then be
pre-emptively treated with higher doses of ASA
and clopidogrel. The authors further recom-
mend that newer antiplatelet agents such as
cangelor and prasugrel, owing to their higher
effectiveness, may be the solution for patients
with impaired response to ASA and clopido-
grel. However, we should be cautious to make
such a recommendation as data with newer
antiplatelet agents are limited and bleeding
risks are high [10].
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