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Letters to the Editor
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Check for
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Riesgo de interrupcion del ticagrelor frente al clopidogrel

To the Editor,

In their recent article, Almendro-Delia et al.! concluded that the
association between nonadherence to ticagrelor vs clopidogrel and
the risk of major adverse cardiac events (MACE) was not
modulated by the choice of P2Y;; receptor inhibitor. Nonetheless,
60 of the 1078 patients on ticagrelor (5.5%) stopped using this drug,
while almost twice as many (114/1102 patients, 10.4%) stopped
using clopidogrel. In the analysis of factors associated with
premature cessation of dual antiplatelet therapy (DAPT), ticagrelor
(vs clopidogrel) had an adjusted hazard ratio of 0.97 (95%ClI, 0.93-
1.01) and a Pvalue of .080, suggesting that the association between
nonadherence to DAPT and MACE can in fact be modulated by
choice of inhibitor. That said, previous studies have shown an
increased risk of bleeding with ticagrelor compared with
clopidogrel,>~* whereas the data presented by Almendro-Delia
et al." seem to suggest that patients on clopidogrel have a lower
risk of DAPT cessation than those on ticagrelor. These findings
warrant further discussion and clarification.
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Respuesta

To the Editor,

In reference to the article published in Revista Espariola de
Cardiologia,' it is accurate to note that the overall unadjusted
treatment interruption rate was higher with clopidogrel than with
ticagrelor due to greater physician-guided discontinuation
(P=.003, Table 4 of the supplementary material)!, and was not
associated with a higher risk of major adverse cardiovascular
events (MACE) (P =.079). In contrast, the rate of disruptions was
proportionally higher with ticagrelor (P=.003, Table 4 of the

supplementary material)!, especially in the 90 days following the
index acute coronary syndrome (P < .001, Table 4 of the
supplementary material). Taking this into consideration, disrup-
tion was indeed associated with a higher risk of MACE (P =.001),
particularly when it occurred within the first 90 days of treatment
(adjusted hazard ratio, 3.83; P < .001, Figure 7 of the supplemen-
tary material), unlike what was seen with physician-guided
discontinuation. Therefore, after adjustment for potential
differential nonadherence based on the P2Y;, receptor inhibitor
used, the time to interruption (earlier with ticagrelor than
clopidogrel: 22 vs 53 days; P =.035, Table 5 of the supplementary
material)', and the interaction between these 2 variables on an
additive scale, the association between mode/timing of treatment
interruption and MACE risk according to the type of P2Y, receptor
inhibitor did not reach statistical significance (Table 5 of the
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supplementary material)! in contrast to the results in all previous
studies.

Concerning the bleeding rates, the studies cited by Martinez-
Sellés used intention-to-treat (ITT) analyses, whereas this investi-
gation was based on the on-treatment!? principle. Current
evidence indicates that in observational studies, ITT analysis leads
to biased effect estimates when there are differential time-
dependent adherence rates.>* Notably, a recent study reported for
the first time that ITT simulation consistently generated biased
estimates of higher bleeding risk with ticagrelor than with
clopidogrel in a real-world setting.?
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