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ABPM STUDY: EFFICACY OF TWO FIXED DOSE
COMBINATIONS, ENALAPRIL/NITRENDIPINE VS.
LOSARTAN/HIDROCHLOROTIAZIDE, IN NOT
CONTROLLED MILD-MODERATE HYPERTENSIVE
PATIENTS
Blas Gil-Extremera, Spanish Group for Study of
Enalapril/Nitrendipine. Internal Medicine, Hospital Clinico
Universitario San Cecilio, Granada, Spain.

Objective: to compare the 24 hours antihypertensive efficacy of the fixed
dose combinations Enalapril 10mg/ Nitrendipine 20mg (E/N) vs Losartan
50mg/ Hidrochlorotiazide 12.5mg (L/H), in mild-to-moderate essential
hypertension.

Design: multicenter, randomized, double-blind, parallel trial. After a
2-week placebo run-in period, hypertensive patients with a mean
DBP�85 mmHg by ABPM were randomized to receive one of two
treatments during 4 weeks: E/N or L/H, both given orally once daily. A
24 hour ABPM was repeated at the end of double-blind treatment period.
The principal variable was the difference of mean 24-hour DBP reduction
by ABPM between treatment groups.

Results: A total of 80 patients were included in the analysis (44 from
L/H group and 36 from E/N group). Both drugs significantly reduced
ABPM values. E/N tended to reduce BP in a greater extension than L/H
in all evaluated parameters. This trend reached statistical significance for
diurnal mean DBP and SBP reductions. The main efficacy results are
shown in the following table:

Both drugs showed a long-lasting activity and a homogeneus effect
during the 24-hours period, with a T/P ratio of 0.89 and 0.82 and a
smoothness index of 1.3 and 1.2 for E/N and L/H, respectively.

Conclusions: E/N and L/H have a similar efficacy in reducing 24-
hours BP, with a non significant higher reductions with E/N. Both drugs
showed a 24-hours homogeneus effect when given once daily.
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REDUCTION OF SYSTOLIC BLOOD PRESSURE AND
PULSE PRESSURE WITH OLMESARTAN
MEDOXOMIL
Thomas D. Giles, Thomas D. Robinson. School of Medicine, Louisiana
State University, New Orleans, LA; Sankyo Pharma Inc., New York,
NY.

At all levels of systolic blood pressure (SBP), an increase in pulse
pressure (PP) is a significant independent predictor of cardiovascular
disease among individuals �50 years of age. In this analysis, the newest
angiotensin II receptor blocker, olmesartan medoxomil, was evaluated
for its ability to reduce both SBP and PP among subjects with mild-to-
moderate hypertension.

Data from 7 multicenter, randomized, double-blind, placebo-con-
trolled, 6- to 12-week efficacy trials of olmesartan medoxomil, given in
dosages of 2.5 to 80 mg once daily, were analyzed among 2 separate
groups: 1) the entire cohort (n�2693); and 2) a cohort of subjects with
a wide baseline PP �55 mm Hg (n�1413). The changes from baseline
in mean seated SBP and PP at the primary study time point were assessed
at the 20 mg and 40 mg dosages of olmesartan medoxomil vs placebo for
the total study population and for the wide PP cohort. All statistical
comparisons used model-adjusted (least-squares) mean values.

In the entire cohort, mean seated SBP/diastolic blood pressure (DBP)
at baseline was 159/104 mm Hg (PP of 55.2 mm Hg) in the placebo
group (n�548), and 162/104 mm Hg (PP of 57.8 mm Hg) and 160/104
mm Hg (PP of 56.5 mm Hg) in the 20 mg (n�436) and 40 mg (n�195)
groups, respectively. Among the wide PP subjects, mean baseline SBP/
DBP was 170/104 mm Hg (PP of 65.4 mm Hg) in the placebo group
(n�268), and 172/105 mm Hg (PP of 67.4 mm Hg) and 170/104 mm Hg
(PP of 65.5 mm Hg) in the 20 mg (n�239) and 40 mg (n�103) groups,
respectively. In the total population, dosages of 20 mg and 40 mg
olmesartan medoxomil reduced SBP/DBP by 15.1/12.2 mm Hg and
17.6/13.1 mm Hg, respectively (P�0.001, both doses vs placebo). Pulse
pressure was reduced by 2.8 mm Hg and 4.3 mm Hg with 20 mg and 40
mg olmesartan medoxomil, respectively, compared with 1.2 mm Hg in
the placebo group (P�0.001, both doses vs placebo). Among the wide PP
subjects, olmesartan medoxomil at 20 mg and 40 mg reduced SBP/DBP
by 17.7/10.8 mm Hg and 22.0/12.9 mm Hg, and PP by 7.4 mm Hg and
8.8 mm Hg, respectively. Pulse pressure was reduced by 2.8 mm Hg with
placebo (P�0.001 for SBP, DBP, and PP, both doses of olmesartan
medoxomil vs placebo).

Olmesartan medoxomil at 20 mg and 40 mg daily significantly reduces
SBP and PP among hypertensive individuals. This effect is even more
pronounced for patients with a pre-existing wide PP �55 mm Hg.
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CLONIDINE IMPROVES SPONTANEOUS
BAROREFLEX SENSITIVITY IN CONSCIOUS MICE
V Gross, J Tank, A Dietrich, R Plehm, F C Luft, J Jordan. Max-
Delbrueck-Center (MDC) for Molecular Medicine, Berlin, Germany;
General Clinical Research Center, Vanderbilt University, Nashville,
TN; Helios-Klinikum, Franz Volhard Clinic, Medical Faculty of the
Charite, Humboldt-University, Berlin, Germany.

Sympathetic activation and impaired baroreflex heart rate regulation
frequently coexist in patients with arterial hypertension. Impaired barore-
flex function might be a direct consequence of sympathetic activation.
We tested the effect of pharmacological modulation of sympathetic tone
on heart rate variability (HRV) and spontaneous baroreflex sensitivity
(BRS) in freely moving mice. We employed telemetry (TA11PA-C20)
and adapted sequence analysis from humans to the mouse (n�7) for this
purpose. Signals were sampled beat-by-beat during a 2 h period (between
8.00-10.00 a.m.) starting one week after surgery. Baseline measurements
were compared to measurements after ingestion of the alpha2-adreno-
ceptor blocker, yohimbine (2 mg/kg) and of the alpha2-adrenoceptor
agonist, clonidine (0.01 and 0.1 mg/kg). Arterial blood pressure (BP)
leveled at 118�9/83�9 mm Hg and heart rate (HR) was 523�50 bpm at
baseline. The root mean square of successive differences of R-R intervals
(rmssd) was 21�8 msec. BRS, calculated with the sequence method, was
1.9�0.6 ms/mmHg at baseline. BP increased with yohimbine by 20�11/
19�9 mm Hg, HR increased by 119�30 bpm, rmssd decreased by 15�9
msec (p�0.01) and BRS was similar (-0.4�0.2 ms/mm Hg). BP, HR,
rmssd, and BRS changed in a dose dependent fashion with clonidine. BP
decreased by 11�5/3�3 and 14�6/3�3 mm Hg, HR decreased by 26�3
and 287�69 bpm, rmssd increased by 19�12 and 89�29 msec, BRS
increased by 4�3 and 17�6 msec/mm Hg (p�0.05). The effects of
metoprolol on HRV and BRS were much less pronounced than the effects
of clonidine. Moreover, the effects of clonidine were abolished with
atropine (2 mg/kg) but not with metoprolol (4 mg/kg).

Our data suggest that sympathetic inhibition with clonidine profoundly
improves baroreflex function. The phenomenon seems to be mediated by
parasympathetic activation rather than decreased stimulation of cardiac
beta-adrenoceptors. This effect of clonidine action may be of importance
for treatment of arterial hypertension.
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BP Reductions by ABPM (mmHg)

Enalapril/
Nitrendipine

Losartan/
Hidrochlorotiazide

p
Value

Mean DBP reduction �12.6 �10.1 0.082
Mean SBP reduction �17.4 �15.6 0.325
Diurnal DBP reduction �15.9 �11.9 0.012
Diurnal SBP reduction �22.0 �18.1 0.043
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