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Dear editor
We would like to acknowledge the interest of Zhu and Zhou1 in our article2 showing the beneficial effect of polypill 
on medical adherence and on the improvement of cardiovascular outcomes. In his letter, the above authors discuss 
the eventual role of the time of the oral administration of polypill, suggesting that bedtime could be more 
appropriate as demonstrated by the only work that has investigated the circadian effect of polypill 
administration.3 In our metaanalysis, except for the refereed article of Lafeber et al,3 most of the other articles 
reported that the polypill was administered once a day with the timing suggested by the physician and others not 
reported the time of administration. We agree that circadian rhythms are crucial for maintaining vascular function 
and that disruption of these rhythms are associated with cardiovascular disease, atherosclerosis, and hypertension.4,5 

Moreover, as cited by the Zhu and Zhou exit evidence about the optimal time to administer once-daily oral 
cardiovascular drugs. However, in our view, we will need more studies confirming the advantage of administering 
the polypill it in the evening or at bedtime. By now the important news is that polypill has been included in the 
World Health Organization Model List of Essential Medicines.
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