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o Alpha-blockers should not be used

e as first-line therapy for hyperten-
sion. However, an alpha-blocker can be
considered as a second-line or third-line
add-on in a patient whose blood pressure
is not under control despite treatment with
other drugs.

In addition, alpha-blockers are useful
in relieving lower urinary tract symptoms
in patients with benign prostatic hypertro-
phy. However, even in a patient who has
both hypertension and benign prostatic
hypertrophy, we advise physicians to use
alpha-blockers primarily to relieve the uri-
nary symptoms, and we recommend low-
ering the blood pressure with a drug of a
class shown to reduce rates of illness and

death.
I NOT FIRST-LINE THERAPY

All antihypertensive drugs, including al-
pha-blockers, lower blood pressure. Alpha-
blockers have been approved by the US
Food and Drug Administration for treating
high blood pressure, and they are just as ef-
fective as other antihypertensive drugs—if
efficacy is defined as a decrease in millime-
ters of mercury.
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However, lowering the blood pressure is
not the main goal of antihypertensive ther-
apy. What we want to achieve when pre-
scribing antihypertensive drugs is to reduce
the rates of heart attacks, strokes, and other
adverse cardiovascular adverse outcomes, in-
cluding death.

Unfortunately, alpha-blockers fall
short in this regard. In the Antihyper-
tensive and Lipid Lowering Treatment to
Prevent Heart Attack (ALLHAT) trial,'?
doxazosin (Cardura) was found to carry
a higher risk of combined cardiovascu-
lar disease (relative risk 1.19, P = .04),
mostly stroke. Alarmingly, the incidence
of symptomatic heart failure in patients
on doxazosin was twice that in patients
on chlorthalidone (relative risk 2.04, P
< .001). Doxazosin was minimally more
effective in lowering blood pressure than
chlorthalidone, but the small difference
in blood pressure was unlikely to have ac-
counted for the significant difference in
the risk of heart failure.?

This experience with doxazosin illustrates
a key drawback to surrogate end points: a
treatment may produce a favorable outcome
in the surrogate end point (blood pressure)
but produce little or no benefit in terms of the
real end point (stroke, myocardial infarction,
and heart failure).*

Based on the ALLHAT data as well as
on a Veterans Administration study in pa-
tients with chronic heart failure in which
survival with prazosin (Minipress) was no
better than with placebo,’ it seems reason-
able to no longer use alpha-blockers as ini-
tial therapy for hypertension. This view is
reflected by current European® and Ameri-
can’ guidelines.
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B ALPHA-BLOCKERS AS PART
OF COMBINATION THERAPY

In several clinical trials, alpha-blockers were
allowed® or were specified”!° as add-on therapy
if other drugs failed to control the blood pres-
sure, but they were not used in a randomized
fashion. Thus, we cannot judge their effect on
cardiovascular outcomes such as heart attack
and stroke.

The choice of drugs for combination
therapy very often is still empirical and based
on personal preference. Doxazosin as add-on
therapy, in general, has been shown to be safe
and well tolerated.!! But even if it is accept-
able, it is not a preferred combination.

In the Anglo-Scandinavian Cardiac Out-
comes Trial (ASCOT),” patients received
extended-release doxazosin as a third drug if
they did not reach their goal blood pressure
with either the combination of amlodipine
(Norvasc) plus perindopril (Aceon) or aten-
olol (Tenormin) plus bendroflumethiazide.
Extended-release doxazosin was an effective
add-on, and there was no apparent excess rate
of heart failure in doxazosin users.

In other studies, in patients with uncon-
trolled hypertension, adding doxazosin as a
second- or third-line agent to a gold-standard
drug—calcium channel blocker, diuretic,
beta-blocker, angiotensin-converting enzyme
inhibitor, angiotensin receptor blocker, or
combinations of these—allowed significantly
more participants to achieve their blood pres-
sure goal."!

Personally, we consider doxazosin in pa-
tients whose blood pressure is not controlled
with triple therapy with a renin-angiotensin
system blocker, a diuretic, and a calcium
channel antagonist in full doses. In patients
with stage 3 or stage 4 kidney disease who can
no longer tolerate renin-angiotensin system
blockers, doxazosin may also be a useful ad-
junct. Whether the metabolic effects of alpha-
blockers, such as a reduction in insulin resis-
tance and a decrease in total and low-density
lipoprotein cholesterol, will result in lower
rates of morbidity and death has not been con-
clusively determined.

A point of view somewhat more favorable
to the use of alpha-blockers has recently been
put forward by Chapman et al.!?
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M ALPHA-BLOCKERS ALLEVIATE SYMPTOMS
OF BENIGN PROSTATIC HYPERTROPHY

Doxazosin and other alpha-blockers are com-
monly used to alleviate lower urinary tract
symptoms in patients with benign prostatic
hypertrophy.

Both high blood pressure and benign pros-
tatic hypertrophy become more common with
advancing age, and it has been estimated that
both are present in more than 25% of men
over age 60.P Indeed, two trials documented
that a significant reduction in symptoms of be-
nign prostatic hypertrophy and in systolic and
diastolic blood pressure can be achieved with
an alpha-blocker.? 1

This raises the question whether such a
“twofer” (treating two disease states with one
drug) should be used in clinical practice. We
have to consider that the principle of the
twofer has never been tested and agree with
Davis et al,> who, in a further analysis of the
ALLHAT data, stated that, “In older men
with benign prostatic hypertrophy in whom
an [alpha]-adrenergic blocker seems like the
best treatment for the uropathy, coexisting
hypertension should be treated with another
antihypertensive drug as well.”

Again, this would clearly relegate doxa-
zosin to second-line or third-line status, even
in patients with benign prostatic hypertro-
phy, in whom it has been shown to be indi-
cated.

I ADVERSE EFFECTS
OF ALPHA-BLOCKERS

Dizziness, fatigue, and somnolence are occa-
sionally reported but appear to be well tolerat-
ed. Postural hypotension is much less common
with proper titration of standard doxazosin or
with the use of controlled-release formula-
tions.” However, in patients with impaired
autonomic function, even long-acting alpha-
blockers can cause postural hypotension and
syncope.

Patients using phosphodiesterase type 5
inhibitors—sildenafil (Viagra), vardenafil
(Levitra), or tadalafil (Cialis)—for erectile
dysfunction should avoid alpha-blockers be-
cause the blood-pressure-lowering effects of
the two drug classes may be additive. [ |
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