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Benefits of antihypertensive treatment in patients 80+ years



80+ years

The most growing and 
the most heterogeneous

population 



Should we apply the HYVET 
conclusions to all 80+ patients?





Exploratory analysis suggested that the benefit of intensive BP 
control was consistent among persons in this age range who were 

frail or had reduced gait speed.

Williamson J et al, JAMA, 2016 Volume 315

The SPRINT study



Main Exclusion Criteria in HYVET:
- Living in NHs
- Limited autonomy 
- Clinical dementia
- Heart failure needing treatment with  ACEI, ARA, Diuretics
- SBP<140mmHg in upright position 
- Renal failure
- Patients presenting a high probability of having a major health problem 
during the 5 year follow-up period.

Main Exclusion Criteria in SPRINT:
- Living in NHs.
- Type 2 diabetes
- History of stroke
- Symptomatic heart failure within the past 6 months or reduced LVEF 
(<35%)
- Clinical diagnosis of/or treatment for dementia
- Expected survival of less than 3 years 
- Unintentional weight loss (>10% of body weight) during the last 6 
months, 
- SBP of less than 110 mm Hg following 1 minute of standing.



Kremer K et al, Hypertension. 2022

Adjusted for age, sex, education, smoking, DBP, sleep disturbance, and anti-Htn medication.

(A) non-frail (B) frail



PARTAGE observational study: 

Patients aged 80+ living in Nursing Homes

Two-fold increase in mortality in 

the group with SBP<130mmHg 

with >1 antihypertensive 

medications

Benetos A. et al, JAMA Int Med 2015



Adverse events by frailty status (age-adjusted)

J Sheppard et al, Plus One 2023



Should we apply the HYVET 
conclusions to all 80+ patients?



Unexplored questions in very old subjects: 

- Can we decrease mortality rates among patients with low SBP under 

combination antihypertensive therapy if we reduce the number of 

antihypertensive drugs?

- Which are the risks and the benefits of deprescribing antihypertensive 

drugs?

- Does the frailty level modify the benefit/risk ratio of therapeutic 

strategies?



▪ Patients ≥ 80 years living in NHs, with a SBP<130 mmHg under 

>1 anti-Htn drugs, were randomized (1:1) in two parallel groups:

- intervention group: step‐down of antihypertensive  

treatment

- control group: usual care

RETREAT-FRAIL

Multicenter RCT in Nursing Homes (NHs)

ClinicalTrials.gov number, NCT03453268

Primary end point: All-cause mortality



N Engl J Med 2025;393:1990-2000



Primary end point

All-cause mortality

• Secondary end points 

• Systolic and Diastolic BP

• Number of antihypertensive medications 

• Major adverse cardiovascular events (MACE) 

• Non-cardiovascular deaths

• COVID-19 related deaths 

• Number of falls

• Number of fractures

• Clinical Frailty Scale

• ADL (autonomy)

• MMSE (cognition)

• SPPB (gait/balance)

• Handgrip (muscle force)

• EQ-5D-3L score (quality of life)

• Total number of medications 

End points at the longest follow-up 
(minimum, 24 months and maximum, 48 months)



Patients:

• 80 years or older.

• Living in a nursing home (NH),

• With systolic BP<130 mmHg. 

• Treated for hypertension with 2 or more 

antihypertensive drugs. 

• Stable antihypertensive treatment during 

• the last 3 months.

• Enrollment in the social security plan. 

• Having signed an informed consent (patients 

or legal representatives if applicable).

Inclusion criteria
Exclusion criteria

Patients: 

• In which none of 

antihypertensive drugs can be 

stopped because of 

simultaneous indications for 

other cardiovascular diseases. 

• With estimated life expectancy 

<3 months. 

• Patient who has already been 

included in this study.

Eligibility Criteria



Medication discontinuation algorithm 
All patients before inclusion

LIST 2 LIST 1 



« PHYSICIAN VISITS »«NURSE VISITS»

M0, M3, M6, then every 6 months 

Data collected 

• « Nurse visit » 

• Clinical examination

• SPPB, ADL, handgrip, MMSE

• EQ-5D (once yearly)

Anti-Htn treatment adaptation in the 
intervention group

Monthly M1 to M6, then every 2 months

Data collected 

• Treatments (Anti-Htn, Other)

• BP measurements 

• Adverse events (AE) and serious AE

V4

M1R
V5

M2
V6

M3
V7

M4

V8

M5
V9

M6
V10
M8

V11
M10

V12
M12 …

Organisation of the follow-up 



Clinical characteristics at baseline (1)

Fit and doing well

Mildly frail

Moderately frail

Severely frail
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Clinical characteristics at baseline (2)



Number of the “List 1” antihypertensive drugs interrupted

over the follow-up period of 38.4 months

Version 5.0_06/19 22
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SBP over the follow-up period



Version 5.0_06/19 24

Time-to-event analysis of the primary end point. 

The Kaplan–Meier curves for the primary end point (all-cause mortality) 

show a median survival of 27.0 (24.0-29.8) months in the step-down 

strategy group and 26.6 (23.9-31.0) months in the usual care group.

Benetos A et al, N Engl J Med 2025;393:1990-2000



Impact of step down of antihypertensive treatment 
on all-cause mortality according to the level of frailty. 

Forest plot of all-cause mortality according to the Clinical Frailty Scale (CFS) score. 

The p-value for the interaction between therapeutic strategy and frailty level was p = 0.08, 
indicating a trend for more benefits from the step-down strategy in the frailest patients and 

the opposite for the fittest patients.  



Primary and secondary end points

(mean follow up period of 38.4 months)



Changes from baseline per year in scores measuring cognition, 

autonomy, gait/balance, muscle force and quality of life



Number of serious adverse events (SAE) 

* SAE that are part of the primary (all-cause mortality) or secondary (MACE, falls and fractures) end points are already reported

and for this reason they are not reported here.



Summary

• RETREAT-FRAIL is the first RCT to evaluate the long-term effects of 

antihypertensive treatment step-down on mortality, morbidity and several geriatric 

parameters, in a large, mainly female, population of frail, very old patients with 

SBP<130 mmHg under  >1 antihypertensive drugs. 

• The step-down strategy did not reduce all-cause mortality (primary end point) over a 

follow-up period of more than 3 years.

• The step-down strategy led to a long-term reduction in antihypertensive 

medications, resulting in a moderate increase in BP.

• RETREA-FRAIL showed that an antihypertensive medication step-down strategy 

does not have a clinically relevant effect on all-cause mortality, and has no apparent 

effect on functional capacities, MACE, or on other SAE.

Benetos A et al, N Engl J Med 2025;393:1990-2000



The contribution of the RETREAT-FRAIL trial 

Deprescription of antihypertensive treatment could be considered in 

very old subjects with low blood pressure, especially in the frailest 

ones, in which polypharmacy is a major problem.

Deprescription is a prescription, and as any other prescription, it must 

comply with strict rules, indications and contraindications and regular 

monitoring of patients



The RETREAT FRAIL Study Group
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