Supplementary Data 1. Supplementary statistical method

Given the differences in the baseline characteristics between those with achieved target diastolic blood pressures (DBPs) and elevated on-treatment DBPs, propensity-score matching was used to identify a cohort of patients with similar baseline characteristics. The propensity score is the conditional probability of having a particular exposure, given a set of baseline measure covariates. The propensity score was estimated with the use of a non-parsimonious multivariable logistic-regression model and all the baseline characteristics outlined in Tables 1 and 2 as covariates. Matching was performed with the use of a 1:2 matching protocol in those by the Seventh Report of Joint National Committee (JNC7) definition and 1:1 matching protocol in those by the 2017 American College of Cardiology/American Heart Association (ACC/AHA) definition. Standardised differences were estimated for all the baseline covariates after matching to assess post-match balance. Standardised differences of <10% for a given covariate indicate a relatively small imbalance.

Data are reported as means (standard deviations) or medians (interquartile ranges) for continuous variables, and as numbers (percentages) for categorical variables. The incidence rates were estimated using the total number of outcomes during the follow-up period, divided by 100,000 person-years. The reference group comprised patients who achieved the target blood pressure (BP), defined as BP <130/80 mmHg by the 2017 ACC/AHA definition and <140/90 mmHg by the JNC7 definition. Cox proportional hazard models were used to evaluate the associations between baseline BP and the risk of cardiovascular events. Hazard ratios were adjusted for age, sex, body mass index, smoking status (categories: never, past, and current smokers), physical activity (categories: 0, 1–2, 3–4, 5–6, and 7 times per week), alcohol intake (categories: 0, <1, 1–2, 3–4, and ≥5 times per week), household income determined by the insurance premium, fasting glucose and total cholesterol levels, diabetes mellitus, use of aspirin or statin, classes of antihypertensive medications, and Charlson Comorbidity Index (CCI), and were presented with 95% confidence intervals. For performing a power analysis on the Cox proportional hazard model, the Hsieh-Lavori normal approximation was used, and the powers for primary endpoints in all models were >0.999.

The subgroup analyses were based on median age, aspirin or statin, classes of antihypertensive medications, and CCI. The associations between elevated on-treatment DBPs and all endpoints after stratification according to baseline age, sex, and use of aspirin and statin were explored. Interactions with age, sex, and use of aspirin and statin were tested using the likelihood ratio test. We conducted several sensitivity analyses. Cofounders included in Model 1 were age and sex. Model 2 was adjusted for variables in Model 1 plus household income, smoking, physical activity, alcohol consumption, body mass index, fasting serum glucose, total cholesterol, diabetes mellitus, use of aspirin or statin, classes of antihypertensive medications, and CCI. Model 3 was adjusted for variables in Model 2 plus time-varying systolic blood pressure (SBP). Time-varying SBP were updated at each available study visit so that all longitudinal study visit SBP data were incorporated. Statistical analyses were performed using the SAS statistical software (version 9.4; SAS Institute, Cary, NC, USA) and the R statistical software (version 3.6.1; R Foundation for Statistical Computing, Vienna, Austria). The p value <0.05 (two-sided) was considered statistically significant.
