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Objectives: The potential beneficial effects of low-dose aspirin (ASA) in the prevention of preeclampsia have not been fully corroborated by trials usually carried out in low-risk women, testing 60 mg/day ASA presumably ingested in the morning, and including women randomized as late as at 26-32 weeks of gestation.

Methods: We conducted a double-blind, placebo-controlled, chronotherapy trial on 350 high-risk pregnant women, 13.5+/-1.4 weeks of gestation at recruitment, randomly assigned to one of six groups, defined according to treatment (placebo or ASA, 100 mg/day) and time of treatment: upon awakening, 8h after awakening, or at bedtime. Intervention started at 12-16 weeks of gestation and continued until delivery.

Results: Women ingesting ASA, compared to placebo, evidenced a significantly lower hazard ratio (HR) of serious adverse outcomes, a composite of preeclampsia, preterm delivery, intrauterine growth retardation (IUGR), and stillbirth (0.35, 95%CI [0.22-0.56]; P<0.001). There were non-significant differences in outcomes between placebo at any time and ASA upon awakening. These four groups combined showed highly significant greater event-rate of adverse outcomes than women ingesting ASA in the evening or at bedtime (HR: 0.19 [0.10-0.39]; P<0.001). There was no increased risk of hemorrhage with ASA relative to placebo (0.57 [0.25-1.33]; P=0.194).

Conclusions: Results indicate: (i) 100 mg/day ASA should be the recommended minimum dose for prevention of complications in pregnancy; (ii) ingestion of low-dose ASA should start at <16 weeks of gestation; and (iii) low-dose ASA ingested at bedtime, but not upon awakening, significantly reduces the incidence of preeclampsia, gestational hypertension, preterm delivery, and IUGR.

