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W
hen it comes to antihyper-
tensive therapy for stroke
prevention, suffice it to say
the average neurologist has
little or no idea what the

most appropriate treatment should be,
usually relying on their internal medicine
colleagues to provide the answers, and also
to appropriately monitor therapy. Yet, anti-
hypertensive therapy is the cornerstone of
stroke prevention, having a far greater
impact on reducing stroke recurrence than
perhaps any other medical intervention,
including antiplatelet therapy (for which
there are disproportionately endless
debates over the few agents available), or
cholesterol lowering treatment. It is there-
fore desirable that neurologists who care
for stroke patients become familiar with
the relative benefits and drawbacks of vari-
ous antihypertensive agents.

In fact, the choice of antihypertensive
agent can be a complex one. Numerous
medical factors—such as co morbid condi-
tions, race and age—but also other individ-
ual patient factors, especially patient toler-
ance and medication affordability, all play a
role in deciding what treatment to employ. 

Are Some Drugs Superior to Others?
For years, numerous studies (primarily ret-
rospective or post-hoc in nature) have sug-
gested that ACE inhibitors and perhaps
thiazide diuretics might be superior for
stroke prevention in non-African American
patients. Calcium channel blockers were
believed to be less effective, and to even
have possible deleterious effects including,
interestingly, an increased risk of certain
malignancies. However, the actual reported
difference between these agents is quite

modest. Moreover, frequently the differ-
ence between agents appears to at least par-
tially be related
to differences
in the effec-
tiveness of
blood pres-
sure reduc-
tion between
the agents
assessed. In addi-
tion, in many of
these studies cere-
brovascular endpoints
were secondary rather
than primary endpoints,
and the populations were mostly cardiac-
type patients. Nevertheless, it has become
common among internists to choose dif-
ferent agents based upon these reported
indirect differences alone.

One of the largest studies ever done was
the ALLHAT (Antihypertensive and
Lipid-Lowering Treatment to Prevent
Heart Attack Trial), which compared thi-
azide diuretics, ACE inhibitors and calci-
um channel blockers in primary preven-
tion of cardiovascular events including
stroke in over 18,000 patients. In this
study, it was found that there was no signif-
icant difference in the primary outcome
between different agents. In this case the
primary outcome encompassed cardiovas-
cular related events, with stroke being a
secondary outcome measure. The overall
conclusion of ALLHAT was that thiazide
diuretics (specifically chlorthalidone) were
the recommended first-line option for BP
control. However, this as well as the other
conclusions mentioned above are disputed
among hypertension experts. 

Several new studies have added further
fuel to the fire regarding these issues. In
one study, the ALLHAT investigators rean-

alyzed their data specifically study-
ing all cardiovascular end-

points.1,2 They found that
ACE inhibitors were

associated with a
reduced risk of

congestive heart
failure, while

calcium channel
blockers were associated

with a reduced risk of stroke.
This is in contradiction to
prior studies of stroke preven-

tion which suggested that ACE
inhibitors are superior. Similarly, several
meta-analyses have concluded that calcium
channel blockers do appear to have modest
superiority over other antihypertensives.
The most recent, which encompassed the
ALLHAT results suggest a marginally sig-
nificant 14 percent relative risk reduction,
(p=0.048).2 However, ACE inhibitors were
superior in reducing the risk of congestive
heart failure (~10 percent RRR, p=0.028).

So What’s a Neurologist to Do?
What is the bottom line for the neurologist
in practice? Perhaps the most important is
that the level of blood pressure control
rather than the type of agent is likely to
have far more impact on stroke prevention.
The minor differences between agents is
likely to be completely negated by better
blood pressure reduction, which in turn is
more related to patient compliance and
physician vigilance. Neurologists not want-
ing to get involved in the nitty gritty of the
pros and cons of different agents (not to
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mention the various side effect profiles),
can confidently place the patient on nearly
any agent, so long as they do not have a
specific contraindication. 

More important is the fact that blood
pressure must be controlled. Current data
suggest that the target or ideal blood pres-
sure should be ≤120/80 in most
stroke/TIA patients. It should be noted
that about half of all patients do not have
blood pressure controlled a year after their
stroke. Given the impact of BP on stroke
recurrence, it is imperative that neurolo-
gists become more aware and attuned to
this important and treatable risk factor. PN
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