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Points of View

In Defense of Traditional Antihypertensive Therapy

MARVIN MOSER

N an editorial in the October 1986 issue of

Hypertension,! Dr. Randall Zusman suggests a

new approach to the therapy of patients with
mild hypertension that, I believe, ignores many of
the aspects of treatment that have proved to be
important over the past 15 to 20 years. He specu-
lates that presently accepted initial therapy (.e.,
diuretics or B-blockers) may in fact increase cardio-
vascular risk in patients whose blood pressures
have fallen. If, for example, diuretics are used, the
increase in uric acid or plasma cholesterol levels, as
well as a decrease in serum potassium, may con-
tribute to an increase in the incidence of coronary
artery disease, angina pectoris, myocardial infarc-
tion, and congestive heart failure. He speculates
still further that the use of B-adrenergic blocking
agents may increase cardiovascular mortality
because of their effects on cholesterol and triglyc-
erides. If one were to accept these speculations, it
would be easy to conclude, as suggested, that
a-adrenergic receptor blockers, angiotensin convert-
ing enzyme inhibitors, or calcium channel blockers
should be used as initial or first-step therapy in most
patients with hypertension. However, there are few
facts to validate these speculations.

First, data from the long-term clinical trials strongly
indicate that a clinically significant increase in cho-
lesterol levels in diuretic-based treatment programs
does not occur in most of the trials (Table 1).2-10 In
the Multiple Risk Factor Intervention Trial,® how-
ever, where cholesterol levels were actually lower
after 3 years of treatment compared with baseline
levels in diuretic-treated patients, there was a greater
decrease in patients who did not receive diuretics.
The design of this study was such that those who did
not receive diuretics were probably not hypertensive
and, as noted, entered the study with higher choles-
terol levels. The effects of a low fat diet in these
patients would be expected to be greater than in
subjects with lower pretreatment cholesterol levels.
It is possible, of course, that diuretics did blunt some
of the effects of a low fat diet in this trial. In a recent
analysis of all the subjects in the Medical Research
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Council trial,!* cholesterol levels rose from 240.9 to
241.3 mg/dl in men in the placebo group at 3 years
and from 241.6 to 245.4 mg/dl in men treated with
high dose diuretics (equivalent to 100 mg/day of
chlorthalidone or hydrochlorothiazide). The differ-
ence between groups was 3.4 mg/dl, or about 1.5%;
it is difficult to assign clinical relevance to this
change. Changes in women were from 257.1 to 259
mg/dl during placebo treatment and from 257.5 to
262.9 mg/dl during diuretics treatment, a difference
between treated groups of 3.5 mg/dl. (Table 1 shows
reported results in 5473 subjects at 3 years; conclu-
stons are similar.)

Second, there are no data to suggest that adverse
effects of diuretics on uric acid metabolism increase
cardiovascular risk.

Third, while some studies have suggested that the
hypokalemia induced by diuretic use may produce
potentially dangerous arrhythmias,!2-4 numerous
other carefully controlled investigations have failed
to demonstrate this relationship even in patients
with left ventricular hypertrophy.15-17 It is specula-
tive at best to claim that the use of these agents
increases the frequency of sudden death, except
perhaps in selected subsets of patients (e.g., patients
receiving digitalis).

Fourth, as to whether the use of diuretics may
contribute to an increase in myocardial infarctions
or congestive heart failure, there are no data on
which to base this conclusion. On the contrary, in at
least one major trial, a diuretic-based treatment
program resulted in a reduction in the incidence of
and deaths caused by myocardial infarctions,!8 and
in another, a significant decrease in deaths from
coronary heart disease was noted in diuretic-treated
patients.!® In most every trial, the incidence of
congestive heart failure has been reduced, not
increased, in treated patients as compared with
placebo or control groups.

There is also little or no evidence that B-
adrenergic agents used as initial monotherapy pro-
duce a negative effect on coronary disease mortality
because of their effect on lipids. There is little
question that triglyceride levels are increased and
high density lipoprotein levels may be decreased in
some patients on long-term B-blocker therapy; yet
the benefits of these agents (i.e., lowering of blood
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TABLE 1. Effect of Diuretic-Based Therapy on Serum Cholesterol
Length No. of Cholesterol (mg/dl)
Reference of trial subjects Control Treated Difference
VA Cooperative Study? 58 wk 167 226 223 -3
Berglund and Andersson? 6 yr 49 267 255 -12
MRC Trial** 3yr
Treated
Men 913 245 245 0
Women 940 261 260 -1
Placebo
Men 1831 244 239 -5
Women 1789 260 256 -4
VA-NHLBI Cooperative Study? 1yr
Treated 302 203 213 +10
Placebo 308 197 197 0
SHEPs 1yr
Treated 443 238 238
Placebo K8 242 243 +1
Williams et al.? Syr
SC group 716 232 223 -9
Oslo Study® 4yr
Treated 26 272 273 +1
Control 33 278 280 +2
MRFIT® 6yr
SI group
Treated nonsmokers 818 246 244 -2
Untreated nonsmokers 293 254 231 -23
- SI group
Treated smokers 549 225 216 -9
Untreated smokers 266 234 219 -15
Wilhelmsen et al.10 4yr 3272 242 242 0

VA = Veterans Administration; MRC = Medical Research Council; NHLBI = National Heart, Lung, and Blood
Institute; SHEP = Systolic Hypertension in the Elderly Program; SC = stepped care; MRFIT = Multiple Risk

Factor Intervention Trial; SI = special intervention.
*Initial report: 5473 subjects.

pressure, reduction of cardiac work or arrhythmias)
appear to outweigh the risks.?® Secondary preven-
tion of myocardial infarction has been demon-
strated repeatedly,?! and benefits in the manage-
ment of angina are well documented. Several studies
have failed to demonstrate an advantage of -
blockers over diuretics in the management of hyper-
tension vis-a-vis reduction of deaths caused by
coronary heart disease,* 19.22 but a recent study
(MAPHY)2 suggests that this may be true.

Dr. Zusman suggests that drugs (i.e., diuretics and
B-blockers) recommended for initial treatment carry
with them ‘. . . unacceptable adverse metabolic and
physiologic side effects . . .”’! and that these variables
may have canceled out the benefits being derived
from reductions in blood pressure. Yet all of the major
clinical studies that were based on diuretic or 8-
blocker therapy, including the Medical Research
Council* and the Australian studies,# demonstrated
that stroke deaths and overall cardiovascular events
were reduced by therapy. As noted, two other trials,
the Hypertension Detection and Follow-up Program!8
and the European Working Party Study,! also dem-
onstrated a significant decrease in deaths caused by
coronary heart disease. It is quite possible that the

failure of the Australian and Medical Research Coun-
cil trials to demonstrate a statistically significant
decrease in coronary deaths in treated subjects is
related to the type of study population, the duration of
the studies, and the statistical problems relating to
subset analyses, rather than to adverse effects of the
drugs. For example, in the Australian Study the
placebo group experienced one third of the expected
mortality of an age and sex—-matched group of
Australians.?4 It would have been difficult to demon-
strate a statistically significant decrease in coronary
mortality in the treated patients when the placebo
group had such a low mortality. (The actual decrease
in ischemic heart disease events was —6 and —11%,
respectively, in the Medical Research Council and
Australian studies,!!-2¢ but results failed to achieve
significance.) It is a giant leap forward to conclude
that adverse effects of B-blockers or diuretics produce
an increase in deaths caused by coronary heart dis-
ease. The leap is not justified by the facts.

The suggestion to initiate therapy with an a-
adrenergic receptor blocker, an angiotensin convert-
ing inhibitor, or a calcium channel blocker ignores
the fact that there are no long-term data (3-5 years)
on adherence rates, efficacy, or outcome with these
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agents. The cost factor is completely ignored. It is
possible to treat a patient with a B-adrenergic inhibi-
tor, a diuretic, or a combination of these medications
as first-step therapy for as little as $5 to $15/ month;
the use of any of the agents suggested, especially a
calcium entry blocker or a converting enzyme inhib-
itor, might cost the patient $40 to $60/month. Recent
data have demonstrated that, for the first time, cost
has become a major factor in determining long-term
adherence to therapy.2s Long-term benefits of hyper-
tension treatment will only be achieved if patients
remain in treatment and continue to follow a pre-
scribed regimen. I believe that if Dr. Zusman’s rec-
ommendations are followed, adherence and, perhaps,
long-term outcome may actually decrease. This
assumption, of course, remains to be demonstrated.

None of the a-blockers, calcium entry blockers,
or converting enzyme inhibitors have been shown
to be more efficacious than diuretics or g-blockers;
titration to an effective dosage is often more dif-
ficult, and subjective side effects, especially with an
a-blocking agent or some of the calcium blockers,
may be more troublesome than those experienced
with a diuretic or a g-blocker.

We should continue to make treatment decisions
based on long-term experience and not on specula-
tions or theories. Dr. Zusman is correct in question-
ing whether or not a change to this new approach to
treatment would be associated with a greater reduc-
tion in cardiovascular mortality than has been
observed with traditional methods of therapy. The
question remains unanswered, however, and until
we have better data (studies are underway to obtain
these), we should not discard a system of treatment
that has proved to be relatively simple, relatively
inexpensive, and effective, with a good adherence
rate. We should not let our disappointment with the
lack of uniformly excellent treatment results lead us
to speculate and theorize to the point of drastically
changing our approach to management. The newer
agents—the angiotensin converting enzyme inhibi-
tors and calcium blockers—are welcome and useful
additions to our therapeutic armamentarium and
can be used appropriately as initial therapy for mild
to moderately severe hypertension in special treat-
ment groups (e.g., patients with vascular disease,
angina, recurrent gout, asthma). I do not believe,
however, that sufficient data are available to advo-
cate the use of these agents as initial therapy in the
majority of hypertensive patients.
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