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Context

The Systolic Blood Pressure Intervention Trial (SPRINT) was a
large, multicentre, randomised controlled trial (RCT) originally
reported in 2015." The trial randomly assigned 9361 individuals
with hypertension at high risk of cardiovascular disease (but
without diabetes or stroke) to intensive blood pressure (BP) control
(systolic BP less than 120 mm Hg) or standard BP control (systolic
BP less than 140mm Hg). There was a significant reduction in
cardiovascular events and mortality in the intensive treatment
group and the trial was stopped early. The original trial reported
a doubling of treatment-related serious adverse events including
symptomatic hypotension, syncope and acute kidney injury in
the intensive treatment group.' This follow-on analysis presents
the patient-reported outcomes of physical and mental health, and
patient-reported adherence to treatment.”

Methods
SPRINT was an open-label RCT and recruited individuals over 50
years of age with a systolic BP between 130 and 180 mm Hg at
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an increased risk of cardiovascular disease but without diabetes or
previous stroke.' > Ninety per cent were already taking antihyper-
tensive medication at baseline. The trial was conducted according
to the Consolidated Standards of Reporting Trials guidelines
using appropriate methods of randomisation and allocation. Six
key patient-related outcomes were assessed using well-validated
measures: physical and mental health-related quality of life,
depressive symptoms, patient satisfaction with BP care and with
BP medications, and medication adherence. The data related to
these outcomes were collected at baseline and at yearly follow-up
(except for satisfaction and adherence scores, which were
collected up to 48 months). Multiple outcome comparisons were
made according to both prespecified and exploratory subgroups—
no statistical adjustment was made for this.

Findings

The SPRINT trial was ended early due to the all-cause and cardio-
vascular mortality benefits of intensive BP control group, limiting
longer term data for patient-reported outcomes. However, over the
follow-up period, there were no statistically significant differences
between groups in physical and mental health-related quality of
life or depressive symptoms.” This was unchanged in subgroup
analyses, including age and number of coexisting conditions. At
12 months, there was a reported small difference in satisfaction
with care between groups, with a statistically greater but unlikely
to be clinically significant proportion of participants in the inten-
sive treatment group being satisfied or very satisfied with care
than in the standard treatment group (88.6% vs 88.2%). No differ-
ences in medication adherence were observed.

Commentary

SPRINT is a contentious study that resulted in all-cause mortality
and cardiovascular event benefits for those intensively treated,
but also resulted in an increase in adverse events such as syncope,
acute kidney injury and electrolyte disturbance. A number of
methodological issues were also raised, such as the method of
BP measurement and deprescribing of antihypertensives in the
less intensive group. Patient-reported outcomes are therefore
important when considering the pros and cons of intensive
treatment for individuals with hypertension. This further anal-
ysis of the SPRINT trial provides some reassurance that over a
short follow-up period, quality of life, symptoms of depression
and patients satisfaction were not materially different in those
receiving a more intensive treatment regimen. This is despite a
dislike of side effects and concerns over long-term antihyper-
tensive use previously reported in qualitative studies to drive
non-adherence to medication.’
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In interpreting these results, it is important to bear in mind the
limitations of the study—notably the lack of long-term follow-up
in relation to satisfaction of care and adherence (due to early
trial cessation), which might have missed important changes.
Multiple testing without adjustment may have resulted in some
of the clinically insignificant small differences between groups
but is unlikely to have resulted in the general lack of difference in
patient-reported outcomes, which is the major finding. Moreover,
research participation itself may have biased behaviour-related
outcomes such as adherence and satisfaction® (noting also that the
intensive group had one more clinic visit per year).” Patients are
known to have fairly high thresholds for willingness to take treat-
ment.® The extent to which these trial findings can be extrapolated
to a general population is therefore limited.

Implications for practice

The results from this latest analysis offer some reassurance to
high-risk patients with hypertension, that in the short term a
more intensive treatment regimen will not affect quality of life
or satisfaction of care while offering cardiovascular and mortality
benefit at the expense of increased adverse effects. However, there
are still many unanswered questions, and a careful consideration
on an individual basis incorporating patient preference is needed.
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