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CYP2C19 SNP'S INFLUENCE ON CLOPIDOGREL RESPONSE IN CEREBROVASCULAR DISEASE
PATIENTS. FINAL RESULTS
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Background and Objective: Carrying some polymorphisms, contained in the DNA region encoding the
CYP2C19 expression, have shown a significant association with a lack of clopidogrel efficacy among
coronary patients. This association had been widely researched and the clopidogrel label recommends
testing the CYP2C19 loss of function alleles before the start of the treatment, even DPWG and CPIC
pharmacogenetic dosing guidelines, recommend switching clopidogrel in case of carrying the CYP2C19
loss of function alleles In coronary patients with stent. This remains unstudied In cerebrovascular disease

patients.

The aim Is to explore the Influence of CYP2C19 genetic polymorphisms on clopidogrel response In

cerebrovascular disease patients.

Methods: Patients after stroke or transient ischemic event (TIA) treated with clopidogrel after the
hospitalization were recruited. These were tested for carrying the CYP2C19*2, *3 (loss of function, LOF)
and *17 (Gain of function, GOF) alleles. As primary endpoint we considered the combined occurrence of
stroke, TIA, cardiovascular death and acute coronary syndrome (ACS). Furthermore, we collected data
about clinical parameters (age, sex, ethnicity), co-medication during follow-up and vascular risk factors.

We tested the association between carrying LOF or GOF alleles and the primary endpoint in a univariate
analysis, and multivariate analysis including those clinical parameters previously related to clopidogrel
response. OR and HR were calculated and p-values <0.05 were considered statistically significant.
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Discussion: Carrying CYP2C19 LOF allele was significantly associated to the primary endpoint in the single and multivariate
analysis. This association remains significant if we perform a survival analysis. Carrying CYP2C19 GOF allele was not related to
the primary endpoint in the univariate analysis, but, In the multivariate analysis, it was significantly associated with protection
against the primary endpoint.

disease patients.

Conclusions:
e (CYP2C19 LOF polymorphisms may be used as genetic marker of clopidogrel response in cerebrovascular

e (CYP2C19%*17 allele should be considered as a protector against the combined occurrence of stroke, TIA,

cardiovascular death and acute coronary syndrome (ACS).
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