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Background: Despite the well-established benefits of statins in both primary and secondary prevention settings, and corresponding 
recommendations from therapeutic guidelines, adherence to statin therapy in the real world is poor. In cardiovascular diseases, 
there are well-described differences between women and men in epidemiology, pathophysiology, clinical manifestations, use of 
drugs, effects of therapy, and outcomes. Although some evidence has suggested a gender difference in the extent of adherence 
to some chronic treatments, including the lipid-lowering therapy, whether predictors of statin adherence may differ across sex 
has not been fully investigated. Thus, we aimed to explore potential areas of sex differences in statin adherence in the clinical 
practice of Lombardy region (Italy).

Methods: A retrospective study was carried out, including all beneficiaries of the Regional Health Service, resident in Lombardy, 
with age>40 years, who have received a first prescription (index date) for statin medication between January 1, 2002and 
December 31, 2007. For the assessment of 1-year adherence and persistence to statin therapy, we followed patients and 
recorded fills for prescriptions of any statin for 12months after the index date. Adherence was measured using the daily 
possession ratio (DPR). Persistence was evaluated as continuative drug use until a 30-days gap between two prescriptions 
occurred. Log-binomial models stratified by sex were fitted to estimate relative risk (RR) and 95% confidence intervals for the 
association between optimal adherence (DPR>0.80) and several factors.

Results: The cohort included 310,271women and 303,383men. Compared to women, men were younger (62.9±10.6vs 
65.7±10.8years), and showed a higher prevalence of comorbidities (e.g. hypertension [68.88% vs 68.18%, p<0.001], diabetes 
[18.58% vs 15.86%, p<0.001], or previous CV events [24.25% vs 10.64%, p<0.001]). During the first year of follow-up, 
28.80% of men and 33.93% of women had only one statin prescription (p<0.001). On average, the 1-year DPR was higher 
for men (0.48±0.35vs 0.41±0.32, p<0.0001) and 18.77% of women and 27.08% of men had DPR>0.80 (p<0.0001). 
Regarding the analysis of persistence at 1-year, the percentage of patients that showed a continued use of statin was lower for 
women than men (15.76% vs 23.08%, p<0.0001). For both sexes, the proportion of patients with optimal adherence sharply 
falls during the first five months, decreasing the percentage of adherent subjects up to 67% in men and up to 75% in women 
(test for coincidence, p-value<0.001). Compared with men, the likelihood of optimal adherence increased more for women 
with antidiabetic treatment at baseline (RR 1.29[1.27-1.32] vs 1.14[1.13-1.16]), with previous cardiovascular events (RR 
2.05[2.00-2.10] vs 1.91[1.88-1.95]), with previous kidney disease (RR 1.10 [1.05-1.15] vs 0.99[0.96-1.02]), and with a more 
severe health status based on the Charlson Comorbidity Index (RR 1.20 [1.17-1.23] vs 1.14[1.12-1.16]). On the other hand, 
men had higher probability to be adherent to statin treatment than women if they received an antihypertensive (RR 1.34[1.31-
1.36] vs 1.24[1.22-1.27]) or/and an antithrombotic treatment (RR 1.35[1.33-1.37] vs 1.25[1.23-1.27]) before the index date, 
or if they received a high intensity statin as first statin prescribed (RR 1.22[1.21-1.23] vs 1.19[1.18-1.21]).

Discussion and conclusions: Our findings support the need for physicians, pharmacists, and other health care professionals to 
address adherence in all patients taking statins. Moreover, the identification of several sex-related predictors for non-adherence 
could be useful for physicians to implement tailored interventions aimed to improve patients’ behaviours and to identify those 
at high-risk for statin discontinuation.


