Letter to

the Editor

Amlodipine and Losartan: Reaction to Comparison

In the recent comparison of losartan to amlodipine
in patients with mild to moderate hypertension by
Phillips et al.,! the authors conclude that amlodip-
ine, losartan, and losartan/hydrochlorothiazide
combination therapy are effective and safe treat-
ments for hypertension. They further conclude from
their analysis that amlodipine demonstrated better
efficacy because sitting diastolic blood pressure
(DBP) and systolic blood pressure (SBP) were lower.
This conclusion reflects their primary end point, but
there are other data from within this study that sup-
port a different conclusion. Furthermore, there was
no reference to previous studies that compared these
two agents with notably different results.

Although Phillips and colleagues’ study® demon-
strated differences in the primary end point, the 24-
hour ambulatory blood pressures were similar
between the two groups. Ambulatory blood pres-
sure has been linked to clinical outcomes, so the
potential importance of this similarity should not
be understated. In addition, a number of other stud-
ies have compared the efficacy of these agents.
Wilson et al.,? in a study of 302 hypertensive
patients, 97 of whom where monitored for 24
hours, concluded that observed changes in office
DBP were less for losartan monotherapy than with
amlodipine or combination therapy with losar-
tan/hydrochlorothiazide, but 24-hour monitoring
did not confirm this difference. Ankle edema was
more frequent with amlodipine,

In a 12-week, double-blind, randomized, parallel-
group, multicenter study, Dahlof et al.? studied 898
patients with DBPs ranging from 95 to 115 mm Hg. In
that study, 50 mg losartan plus 12.5 mg
hydrochlorothiazide, as necessary, or § mg amlodipine
increased to 10 mg, as necessary, lowered blood pres-
sure as well as or better than losartan monotherapy.
There was no difference in blood pressure between the
amlodipine group and the losartanthydrochloroth-
iazide group, but drug-related adverse events and with-
drawals were more common for the amlodipine group,
Oparil et al.,* adding hydrochlorothiazide as necessary
to primary treatments of losartan or amlodipine, found
no difference in sitting DBP or SBP at four, eight, and
12 weeks of therapy. They also concluded that superi-
or tolerability was observed in the losartan-based
group. A separate study demonstrated that left ventric-
ular mass decreased significantly in mild-to-moderate
hypertensive patients treated for 16 weeks with 50 mg
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losartan/12.5 mg hydrochlorothiazide but not in
patients treated with up to 10 mg amlodipine.’

In hypertensive patients with impaired renal
function, losartan-based therapy with added
hydrochlorothiazide, as necessary, lowered sitting
DBP and SBP more than amlodipine-based therapy
titrated up to 10 mg, as necessary, at 12 weeks.
Further, albuminuria decreased with losartan-based
therapy but increased with amlodipine-based thera-
py and the differences were statistically significant.®

Treatment of hypertension is based on the knowl-
edge that lowering blood pressure will prevent serious
clinical pathology or death. As Phillips and colleagues’
conclude, it is difficult to extrapolate their results to
outcomes. That is in contrast to experience with losar-
tan. In the Reduction in Endpoints in Patients with
non-Insulin-dependent Diabetes Mellitus with the
Angiotensin II Antagonist Losartan (RENAAL) trial,
losartan (plus conventional antihypertensive therapy,
including calcium channel blockers) was shown to be
superior to placebo (plus conventional antihypertensive
therapy, including calcium channel blockers) in type II
diabetics with nephropathy in preventing the compos-
ite end point of end-stage renal disease, doubling of
serum creatinine, or death,” The Losartan Intervention
For Endpoint Reduction In Hypertension (LIFE) study
of hypertensives with left ventricular hypertrophy
demonstrated a statistically significant 13% reduction
in the composite end point of cardiovascular death,
stroke, and myocardial infarction in the losartan-based
therapy group compared with the atenolol-based ther-
apy group, Most benefit related to a 25% reduction in
one of the most serious adverse outcomes of hyperten-
sion: stroke.® Thus, in two large studies (combined
>10,000 patients studied over 49,000 patient-years of
treatment), hypertension treatment based on losartan
therapy, usually with a diuretic, has been shown to be
superior to calcium channel blocker- or B-blocker
based treatment regimens in preventing some of the
serious outcomes related to hypertension.

In today’s age of evidence-based medicine, the
data suggest that losartan-based therapy is as effec-
tive as amlodipine-based therapy in lowering blood
pressure and is consistently better tolerated.
Amlodipine therapy is an effective means of lower-
ing blood pressure, but clinicians should be confi-
dent that losartan-based treatment is equally effec-
tive, better tolerated, and has demonstrated
unequivocal benefit for clinical outcomes.
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—Gilbert W, Gleim, PhD, Merck Research Labs,
West Point, PA, and Ronald D. Smith, PhD, Merck
¢ Co., Inc., Whitehouse Station, NJ
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Authors’ response

We'appreciatc Gleim and Smith's review of studies com-
paring antihypertensive efficacy of amlodipine and losar-
tan. However, we disagree with the assertion that notably
different results were obtained in patient populations sim-
ilar to those studied in our report.! Indeed, Wilson et al. 2
found, as we did, that although ambutatory blood pres-
sure was reduced to the same degree, trough sitting blood
pressure was more effectively reduced by amlodipine than
with losartan-based therapy. We agree that ambulatory
b‘lood'prcssuf'e may be a better measure of risk, yet deci-
sions In routine clinical practice about drug efficacy are
made on the basis of the seated office blood pressure,
Although we did not measure left ventricular (LV) mass
regression, we believe the study cited by Gleim and Smith
that compared the LV mass reduction by losartan and
amlodipine is invalid3 At baseline, the losartan group had

LV mass that wag 209% greater than the amlodipine
group, and at the end of the study the amlodipine group
still had lower LV mass, Greater [V mass reduction in the
losartan arm most likely represents regression to the

mean fo_r the losartan group, rather than a true biologj-
cally different effect of te

eatments on LV mass.?
Furthermore, amlodipine has been shown to be quite
effective in reversing 1y hypertrophy*
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We agree that evidence-based medicine should guide
clinical practice, and we were careful to point out in our
conclusions that differences in drug efficacy may be
found in different patient populations. In the recet}dy
published Antihypertensive and Lipid-Lowering
Treatment to Prevent Heart Attack Trial (ALLHAT),
where the demographics of the patients were similar to
our study, amlodipine was as effective as the angiotensin-
converting enzyme inhibitor and diuretic in preventing
the primary outcome of cardiovascular death and non-
fatal myocardial infarction. Furthermore, in ALLHAT
the angiotensin-converting enzyme inhibitor, but not
amlodipine, was associated with more stroke than
chlorthalidone. We also acknowledge that in patients
with impaired renal function, blockade of the renin-
angjotensin-aldosterone system with angiotensin-con-
verting enzyme inhibitor or angiotensin Il receptor
blocker therapy should be the basis of antihypertensive
therapy®” and that in patients with ECG evidence of left
ventricular hypertrophy, losartan reduced stroke more
effectively than atenolol? In our study, patients with
renal dysfunction were excluded, and ECG evidence of
left ventricular hypertrophy was not an inclusion criteria.

—Robert A. Phillips, MD, PhD, Lenox Hill Hospital and
NYU School of Medicine, New York, NY; Robert A.
Kloner, MD, PhD, Los Angeles Cardiology Associates,
Los Angeles, CA; Richard H. Grimm, Jr., MD, PhD, The
Berman Center for Outcomes and Clinical Research,
Minneapolis, MN; Myron Weinberger, MD, Indiana
University School of Medicine, Indianapolis, IN
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