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The known relationship between
cardiovascular death and uncontrolled
hypertension has led to further
research to study blood pressures in
ambulatory hypertensive patients.
Multiple studies have shown that
bedtime versus awakening dosing of
antihypertensives have led to
significantly improved ambulatory
blood pressure control.
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CONTEXT 

OBJECTIVE 

Assess the evidence for bedtime
compared to awakening dosing of
antihypertensive medications for the
primary endpoint of reducing
cardiovascular mortality.

DESIGN 

Evidence-based review.
PubMed search using keywords:
“bedtime hypertension treatment”
“timing of antihypertensives” “reduce
cardiovascular death.” 18 articles
were reviewed and narrowed to 3
RCTs.

PATIENTS 

21,688 Caucasian Spanish women
and men aged ≥ 18 years of age with
a diagnosis of hypertension according
to ABP criteria.

EXCLUSION CRITERIA
Pregnancy, history of drug/alcohol
abuse, shift work employment,
diagnosis of acquired
immunodeficiency syndrome (AIDS),
type 1 diabetes, secondary
hypertension, CVD disorders (primarily
unstable angina pectoris, heart
failure, life-threatening arrhythmia,
nephropathy, and grade III–IV
retinopathy), intolerance to ABPM
measurement, and inability to
communicate and comply with all of
the study requirements
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VALIDITY 

CONCLUSION 

In nonhospitalized adult patients with
uncomplicated hypertension who took
antihypertensive medications at
bedtime, the incidence of
cardiovascular death was decreased.

OVERVIEW 

DISCUSSION

There are questions about the validity
of the Hygia trial and the
randomization of the study
participants. There are also concerns
about the large patient population
coming from the compilation of
smaller studies going on concurrently
with the Hermida research group and
not a single, large study design.
Journal Ethics Committee of the
European Society of Cardiology found
no evidence of misconduct in
December 2020 but not all dissenting
parties are convinced by their
investigation findings.
There are two RCTs (TIME & BedMed)
underway in the UK and Canada,
respectively, that have the potential to
change the strength of
recommendation.
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