Additional files
Additional file 1. STROBE checklist. File format: DOCX. Title: STROBE 2007 checklist (cohort studies). Description: An item-by-item statement of where each STROBE item is reported in the present manuscript, including the tables and additional files that contain each result.
Additional file 2. E-value analysis for unmeasured confounding. File format: DOCX. Title: E-value analysis for unmeasured confounding. Description: E-values and E-values for the confidence limit for every effect estimate in the derivation and external validation cohorts, with the formulae used to convert hazard and odds ratios to approximate risk ratios and the interpretation of the values.
Additional file 3. Subgroup analyses of 28-day mortality. File format: DOCX. Title: Subgroup analyses of 28-day mortality (reference: propofol). Description: Hazard ratios for midazolam and dexmedetomidine versus propofol within eleven pre-specified subgroups, with two-sided P values for interaction, and a forest plot of the same estimates.
Additional file 4. Sensitivity analyses. File format: DOCX. Title: Sensitivity analyses of the association between sedative choice and 28-day mortality. Description: Effect estimates from nine alternative analytic specifications (S1-S9), namely age as the timescale, propensity-score matching, overlap weights, propensity-score truncation, exclusion of deaths within 48 h of admission, restriction to the first ICU stay, a competing-risk framework, a within-drug dose-response analysis and inclusion of post-discharge deaths.
Additional file 5. Causal mediation analysis. File format: DOCX. Title: Causal mediation analysis of the association between sedative choice and 28-day mortality. Description: Natural direct and natural indirect effects, and the proportion of the total effect mediated by the duration of mechanical ventilation, both overall and among mechanically ventilated patients.
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