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Comment

The SPRINT trial2 was promoted and supported by the US National
Institutes of Health to answer the question whether a tighter BP con-
trol would be beneficial for hypertensive patients at high CV risk.
Its positive results have represented a supporting pillar of the ‘the
lower the better’ concept in the contemporary treatment of
hypertension, together with other studies and meta-analyses.3–5

Accordingly, the most recent European6 and US7 Guidelines have rec-
ommended a tighter BP control, aiming at BP targets of <130/80 and
<120/80 mmHg, respectively, in most hypertensive patients aged
�65 years.

Consistent with the first publication,2 the final report1 confirms and
reinforces the significant benefits of an intensive BP-lowering strategy.
However, some important questions raised by the original SPRINT re-
port2 remain unanswered. First, due to specific methodological
criticisms linked to the unattended BP measurement technique used
by SPRINT participants, it is still unclear whether and how much BP
goals achieved in the SPRINT trial2 are comparable with those
reported in other trials which were based on conventional office BP
measurements.8 Moreover, the characteristics of the enrolled patients
are representative of approximately 20-30% of the total hypertensive
population, making further studies desirable to confirm the SPRINT2

results also in patients with diabetes, previous stroke or higher

Key Points

• In the final report of the Systolic Blood Pressure Intervention Trial (SPRINT),1 the authors analysed additional primary outcome events oc-
curring through the end of the intervention period after data lock for the primary analysis (20 August 2015) and post-trial observational fol-
low-up data through July 29, 2016.

• The study enrolled 9361 adults aged �50 years with a systolic blood pressure (SBP) between 130 and 180 mmHg at increased risk for car-
diovascular disease (CVD) but without a history of diabetes or stroke, who were randomly assigned to an intensive (SBP <120 mmHg) or
a standard treatment target (SBP <140 mmHg). The primary outcome was a composite of myocardial infarction (MI), acute coronary syn-
drome not resulting in MI, stroke, acute decompensated heart failure (HF), or CV death.

• At a median 3.3-year follow-up, the rate of the primary outcome was significantly lower in the intensive-treatment than in the standard-
treatment group [1.77% vs. 2.40% per year; hazard ratio (HR), 0.73; 95% confidence interval (CI), 0.63–0.86; P < 0.001], with consistent
results after the exclusion of non-fatal HF (HR, 0.75; 95% CI, 0.63–0.89; P ¼ 0.001). All-cause mortality was 25% lower in the intensive-
treatment group (HR, 0.75; 95% CI, 0.61–0.92; P ¼ 0.006). When intervention and post-intervention results were combined, the primary
outcome and death rates remained significantly lower in the intensive treatment than in the standard treatment group (HR 0.76; 95% CI,
0.65–0.88; P < 0.001 and 0.79; 95% CI, 0.66–0.94; P ¼ 0.009, respectively). However, rates of HF no longer differed between the groups
and showed a higher incidence in the intensive-treatment group during the post-intervention period (HR, 1.63; 95% CI, 1.02–2.57; P ¼
0.001 for interaction).

• In the intervention and post-intervention periods, overall rates of serious adverse events did not differ significantly between the groups,
though hypotension, electrolyte abnormalities, and acute kidney injury or renal failure occurred more often in the intensive-treatment
group. In fact, a �30% reduction in estimated glomerular filtration ratio occurred in a higher percentage of intensively treated patients with-
out chronic kidney disease (CKD), though the incidence of albuminuria was significantly reduced in this group compared to those receiving
standard treatment.
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estimated CV risk.8 Finally, the BP goals achieved in the intensive arm
of SPRINT2 (mean SBP 121.4 mmHg) are hard to reach and maintain in
clinical practice. In fact, after participants and their physicians were left
free to change or continue BP medications during the post-
intervention period, at the close-out visit the mean SBP was 6.9 and
2.6 mmHg higher in the intensive and standard treatment groups, re-
spectively, compared to the last intervention-period visit.1

Another intriguing issue is represented by the results obtained
with respect to the outcome of acute decompensated HF. Although
the incidence of this specific end-point was significantly lower in the
intensive treatment than in the standard treatment group during the
intervention period, the event rate of HF was indeed higher in the
intensive treatment group during the post-intervention period. This
is difficult to explain, although the authors suggest that the increase
in SBP levels and the decreased use of low-dose thiazide-like diu-
retics, angiotensin converting enzyme inhibitors and hydralazine in
the intensive-treatment group may have played a role.1 However, in
the current report, the benefits of intensive treatment remained
highly significant combining data from the intervention and post-
intervention periods, both when HF events were included or ex-
cluded from the analysis.1

The results obtained in the post-intervention period of the current
study support a ‘legacy effect’, consisting in the long-term persistence
of the benefits deriving from previous effective BP-lowering treatment
after conclusion of the randomized trial.9

With regard to the safety profile of the intensive treatment strategy,
most of the adverse events were mild and were followed by nearly
complete resolution within 1 year. However, worsening renal function
was reported in a high proportion of intensively treated patients with-
out CKD.

Although further studies conducted with conventional BP measure-
ments and in a more representative population would be important to
define the beneficial role of intensive BP reductions, there is no question
that the current SPRINT data further support ‘the lower the better’ con-
cept in the pharmacological management of high blood pressure.
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