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High blood pressure (BP) is a well-established risk factor for stroke1 and its subtypes, including
lacunar infarction.2 A recent systematic review and meta-analysis of 19 trials involving >40,000
participants indicates substantial benefits of BP-lowering treatment for the prevention of stroke,
with the treatment effect consistent across major patient subgroups and different regimens and
for even greater benefits derived from more intensive BP lowering.3 Subsidiary analysis of the
Perindopril Protection Against Recurrent Stroke Study (PROGRESS) secondary stroke pre-
vention trial also demonstrates broadly beneficial effects of BP lowering on every stroke
subtype,4 while the emergence of visit-to-visit BP variability as an important independent
predictor of stroke emphasizes the importance of optimal BP control.5 However, and for
obvious methodologic reasons, few studies have investigated the importance of BP trajectory or
its variability before the onset of stroke or TIA.

In this issue of Neurology®, Li et al.6 report the time course of premorbid BP levels in acute
stroke, in particular between lacunar and nonlacunar stroke/TIA events, stratified by age <65 or
≥65 years. Using prospectively accumulated data from the long-running Oxford Vascular Study,
an “ideal” population-based stroke incidence study in Oxfordshire, UK, during 2002 to 2014,
the authors analyzed premorbid BP measures obtained from primary care physician practices
over periods of up to 15 years in 2,085 patients with stroke/TIA events. Among 493 patients
with stroke/TIA (including 95 lacunar events) who were <65 years of age, those with lacunar
events had higher premorbid BP levels (139/84 mm Hg) within 15 years compared to those
with nonlacunar events (133/81 mm Hg). During the 5 years before the event, the lacunar
group had higher premorbid BP levels (143/85 mm Hg) than those with nonlacunar events
(135/81 mmHg), with a rising trend toward high systolic and diastolic BP levels leading up to
the events in patients with lacunar stroke/TIA who were <65 years of age (p = 0.006 for trend).
Those on and not on BP-lowering treatment had comparable rising trends of premorbid BP
levels before lacunar events, while maximum systolic BP was higher before lacunar events
(174 mm Hg) than before nonlacunar events (159 mm Hg). The coefficient of BP variation
(a measure of BP variability) showed no clear differences in those <65 years of age. Conversely,
among 1,592 patients ≥65 years of age, there were no clear increases in premorbid BP levels or
its variability before the onset of lacunar stroke/TIA events.

The limitations of this study include the reliance on retrospective nonstandardized measure-
ment of BP in primary care. However, the authors argue no differential effect between those
with lacunar and nonlacunar stroke/TIA events because all BP measurements preceded the
ischemic events, and the 2 groups demonstrated balance in number/timing.

These analyses from the Oxford Vascular Study6 shed new light on the role of premorbid BP
levels on stroke risk, in particular that levels of BP control were strongly associated with acute
lacunar events at younger ages, regardless of any BP-lowering treatment. In the setting of clinical
practice where BP levels are checked periodically, these data indicate that greater attention
should be given to systolic BP variability and for lower thresholds to be adopted for instituting
BP-lowering treatments in younger adults who fail to respond to lifestyle modification
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(e.g., sodium reduction, potassium supplementation, increased
physical activity, avoidance of excessive alcohol intake, weight
loss).7 Even for those people on BP-lowering treatment, timely
titration of medications is required when target BP goals rec-
ommended by current guidelines7,8 are not achieved.

On a global scale, there are many millions of high-risk people
with untreated/uncontrolled hypertension.9 Better pre-
vention of stroke requires greater population-wide efforts with
better detection of hypertension and, once hypertension is
diagnosed, for smooth target-driven control of BP.
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