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Approximately 40% of Japanese patients with essen-
tial hypertension, including low-renin hypertension,
are inadequately managed. Low-renin hypertension
generally responds poorly to angiotensin-converting
engyme inhibitors and angiotensin-receptor block-
ers, but may respond more optimally to diuretics,
calcium channel blockers, and aldosterone blockers.
This multicenter, randomized, double-blind, pla-
cebo-controlled, parallel-group, dose-ranging study
evaluated the efficacy and safety of the selective aldo-
sterone blocker eplerenone in 193 Japanese patients
with essential hypertension. Although not a study
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inclusion criterion, baseline active plasma renin levels
were consistently low (5.7-10.1 mU/L); most patients
met the criteria for low-renin hypertension (<42.5
mU/L; normal range, 7-76 mU/L). Patients received
placebo or eplerenone 50, 100, or 200 mg once

daily for 8 weeks. Systolic blood pressure decreased
significantly (-6.8 to —10.6 mm Hg vs. =2.1 mm

Hg; p=<0.0245 vs. placebo) at all eplerenone doses;
diastolic pressure decreased significantly at 100 and
200 mg doses (—6.9 to =7.5 mm Hg vs. 3.0 mm Hg;
p=<0.0022 vs. placebo). Eplerenone offers significant
blood pressure reduction with good tolerability in
Japanese patients with bypertension, including those
with low-renin hypertension. (] Clin Hypertens.
2004;6:175-185) ©2004 Le Jacq Communications, Inc.

Until recently, the importance of aldosterone
in the development of hypertension has been
underestimated and the assumption made that
aldosterone-mediated effects could be adequately
controlled with angiotensin-converting enzyme
(ACE) inhibitors or angiotensin-receptor block-
ers (ARBs). However, long-term ACE inhibitor or
ARB therapy may not adequately protect patients
from the effects of aldosterone escape'>—an effect
that can be minimized by blocking aldosterone at
the mineralocorticoid receptor.*

A growing body of clinical evidence has linked
aldosterone to the development of hypertension,
cardiac hypertrophy, cardiac and vascular fibrosis,
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BLEJACS
and ventricular arrhythmias.>>® In experimental 50-200 mg once daily in Japanese patients with
models of hypertension, mineralocorticoid receptor hypertension are similar to those observed in previ-
blockade attenuated proteinuria and renal damage ous studies of non-Japanese populations.
independent of blood pressure (BP) effects and
markedly reduced cardiovascular lesions, intersti- MATERIALS AND METHODS
tial cardiac fibrosis, and vascular fibrosis associ- Study Population
ated with hypertension.>’11 Japanese men and women were eligible for enroll-
The nonselective aldosterone blocker spironolac- ment if they were between the ages of 20 and 80
tone has been in use for more than 30 years in years, had a history of hypertension that was cur-
Japan and in other countries, but its use is often lim- rently controlled with medication, or were untreat-
ited by clinical adverse events, such as gynecomastia, ed at study entry and had a cuff seated diastolic BP
menstrual abnormalities, and impotence, attributed (seDBP) =95 mm Hg and <115 mm Hg. Women
to its interactions with progesterone and androgen were required to be either postmenopausal or sur-
receptors. The first selective aldosterone blocker,'? gically sterile. Inclusion in the study also required
eplerenone, is in development in Japan and in other an electrocardiogram (ECG) without evidence of
countries for the treatment of both hypertension and an arrhythmia requiring treatment and a serum
postmyocardial infarction heart failure. Eplerenone is potassium level of 3.5 to <5 mmol/L.
a highly selective, steroid nucleus-based mineralocor- Exclusion criteria included secondary, severe,
ticoid blocker that acts as a competitive and selective labile, or malignant hypertension; New York Heart
inhibitor of aldosterone at mineralocorticoid recep- Association class II-IV heart failure; coronary
tor sites in various tissues throughout the body. The artery disease; arrhythmia requiring treatment;
presence of a 9,11 epoxide group in the eplerenone severe valvular heart disease; cerebrovascular dis-
structure confers its high level of specificity for the ease; diabetes mellitus; liver disease; or kidney
mineralocorticoid receptor.’® In placebo-controlled, disease. Patients were also excluded if they were
dose-ranging studies, eplerenone monotherapy (50— taking systemic vasodilators/vasoconstrictors; o or
200 mg/d)*15 and combination therapy with an ACE B blockers for treatment of prostatic hypertrophy;
inhibitor or ARB (50-100 mg/d)!¢ controlled BP in other drugs known to affect BP; antiarrhythmics;
patients with essential hypertension more effectively systemic glucocorticoids; hormonal replacement;
than placebo. Eplerenone has been demonstrated to immunosuppressive or cytotoxic drugs; nicotine;
have the safety equivalence of placebo in these dose fluconazole, itraconazole, or erythromycin; or
ranges.'*1¢ Treatment with this agent also reduced were regularly using nonsteroidal anti-inflamma-
microalbuminuria and left ventricular mass in patients tory drugs. Patients with a history of alcohol or
with hypertension and left ventricular hypertrophy.'” substance abuse, allergy or sensitivity to the study
Furthermore, eplerenone has been shown to be safe drug, or who were receiving medications that could
and effective in patients with low-renin hypertension alter the gastrointestinal absorption of the study
and in elderly patients with isolated systolic hyperten- medication also were excluded. Those patients
sion, subpopulations that may not optimally respond whose blood pressure was being controlled in
to ACE inhibitors or ARBs.!:1? prestudy with antihypertensive agents were weaned
Experimental evidence suggests that the com- off the agents during the trial run-in period.

bination of excessive salt intake and aldosterone
leads to hypertension,?® vascular inflammation,?! Study Design
myocardial and perivascular fibrosis,>>*> myo- This efficacy and safety evaluation study was
cardial infarction,”® renal damage,”* and cere- a randomized, double-blind, placebo-controlled,
brovascular lesions.® Thus, Japanese hypertensive parallel-group, dose-ranging study in 193 patients
patients could potentially be at increased risk of conducted at 22 centers in Japan. The study design
these sequelae as a result of their high intake of was approved by the appropriate institutional
salt. In addition to the risk posed by high salt review board and conducted in accordance with the
intake and aldosterone, Japanese patients also may Declaration of Helsinki. In addition, this study also
respond suboptimally to certain antihypertensive complied with Good Clinical Practice and with the
drug classes (e.g., ACE inhibitors) and may have a Japan Ministry of Health and Welfare Notifications.
greater incidence of side effects from some antihy- During a 2-week pretreatment screening period,
pertensive drug classes (e.g., ACE inhibitor-related patients provided written informed consent; under-
cough) than whites.?> This study was designed to went physical examination, including a 12-lead
confirm that the safety and efficacy of eplerenone ECG, heart rate (HR), BP assessment, and medical
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history; and supplied specimens for routine hema-
tology, clinical chemistry, and urinalysis. The use of
antihypertensive medications was allowed during
pretreatment screening, but patients were tapered
off these drugs during the run-in period. Following
screening, patients entered the single-blind, pla-
cebo run-in period. Baseline assessments were
performed at the end of the run-in period. At sites
where monitoring facilities were available, 24-hour
ambulatory BP monitoring (ABPM) was conducted
at the time of the last dose of placebo.

Patients meeting all criteria, including cuff seDBP
=95 mm Hg and <115 mm Hg and, when available,
mean 24-hour ABPM DBP of =85 mm Hg, were ran-
domized to the 8-week, double-blind treatment period
and received either placebo or eplerenone doses of
50 mg, 100 mg, or 200 mg once daily. In addition
to the assessments at baseline (Week 0), assessments
were performed at predefined points throughout the
duration of treatment. At every visit (Weeks 2, 4, and
8), monitoring included trough cuff BP, HR, fasting
clinical laboratory tests, and assessment of adverse
events (AEs). During the screening or placebo run-in
phases, if a patient’s DBP was =115 mm Hg or SBP
=190 mm Hg on two consecutive occasions 1-3 days
apart, the patient was withdrawn from the study.
Following randomization, if a patient’s DBP was =110
mm Hg or SBP was =180 mm Hg on two consecutive
occasions 1-3 days apart, the patient was withdrawn
from the study. If a patient’s serum potassium level
was >5.5 mEg/L on two consecutive occasions 1-3
days apart, the patient was withdrawn from the study.
Total and active plasma renin and serum aldosterone
levels were measured at Weeks 4 and 8 to establish
the renin-angiotensin-aldosterone system (RAAS) hor-
mone profile. At Week 8, a 12-lead ECG and a physi-
cal examination were performed as well as 24-hour
ABPM (at selected sites).

Efficacy Variables

All efficacy variables were measured as change
from baseline to the Week 8 end point. The pri-
mary efficacy end point was the mean change in
trough cuff seDBP. Secondary efficacy variables
included mean change in trough cuff seated systolic
BP (seSBP), 24-hour ABPM, and percent change in
RAAS hormone profile. An additional, prespeci-
fied efficacy end point was change from baseline in
pulse pressure (PP), defined as SBP — DBP.

Safety Variables

Safety was assessed by evaluating the incidence
of treatment-emergent AEs based on results of
physical examination, vital signs, 12-lead ECG,
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and clinical laboratory events. AEs were rated by
severity (mild, moderate, or severe); association
with study medication (probable, uncertain, or
unrelated—designations that were mapped from
a four-level system of attribution used in Japan to
facilitate comparison with non-Japan studies); and
seriousness (serious or nonserious). AEs occurring
>7 days after the last dose or serious AEs occurring
>28 days after the last dose of the study medication
were excluded from analyses.

Statistical Analysis

The sample size of 160 patients (40 per group) was
selected to provide 80% power to detect a true
mean difference of 5.5 mm Hg between the placebo
and 200-mg eplerenone dose group, assuming a
standard deviation of 8 mm Hg for the primary
efficacy end point. Efficacy analyses other than
ABPM were performed on the intent-to-treat popu-
lation, which included all randomized patients
with a baseline BP assessment and at least one
postbaseline assessment during the double-blind
dosing period. Efficacy analyses of the ABPM vari-
ables were based on the intent-to-treat population
but included only patients randomized at sites that
obtained valid baseline and postbaseline ABPM
assessments, the latter performed during the period
when the study medication was administered. Of
the 192 patients evaluated using cuff BP measure-
ments, 58 patients (13-16 patients per treatment
group) from sites equipped to perform ABPM
measurements during the study met ABPM criteria
for randomization. There was a loss of statisti-
cal power in the ABPM analysis due to the small
sample size. For each efficacy end point analysis,
missing values were input using the method of last
postbaseline observation carried forward at all
time points. Safety analyses included all patients
who took =1 dose of study medication.

To avoid potential statistical effects resulting
from imbalance in the number of patients among
centers, data from centers in which the total enroll-
ment was less than one half that of the largest
center were pooled into one or more larger centers.
Comparability of groups with respect to baseline
and demographic factors were examined using
one-way analysis of variance for continuous vari-
ables (e.g., age, height) or the Pearson x? tests for
categorical variables (e.g., sex, race).

Adjusted mean changes in BP values were com-
pared at each visit by two-way analysis of covari-
ance, with baseline measurement as the covariate
and treatment and center as factors. Based on
the assumption that an increase in the eplerenone
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daily dose would result in a comparable or better
antihypertensive effect (i.e., dose-related response),
a sequential step-down statistical testing method
at the 2.5% level (one-sided) was used. The result-
ing p values comparing the various doses to pla-
cebo were adjusted for monotonicity. As additional
information, each dose was compared with placebo
at the 5.0% level (two-sided), with no monotonic-
ity adjustment. Reported AEs were analyzed using
the Fisher exact test.

RESULTS

Demographics and Distribution

A total of 193 patients were randomized to treat-
ment (46-50 patients in each group). The groups
were similar at baseline (Table I). More than 86%
of patients in each group completed the study;
one patient in the eplerenone 50-mg group had no
postdose BP measurement due to withdrawal of
informed consent and was therefore excluded from
the efficacy analysis.

Of the 189 patients for whom baseline plasma
renin levels were available, 188 patients had low
active renin values. The normal range for active
plasma renin is 7-76 mU/L and the geometric
means for the treatment groups ranged from 5.7
mU/L to 10.1 mU/L (see Table I), with no signifi-
cant differences among the treatment groups.

Efficacy

All doses of eplerenone reduced seSBP and seDBP
from baseline after 8 weeks. Compared with
placebo, eplerenone 100 mg and 200 mg signifi-
cantly reduced trough seDBP from baseline (—-6.9
and -7.5 mm Hg vs. -3.0 mm Hg; p<0.0022).
Eplerenone 50 mg showed a greater reduction in
seDBP compared with placebo, but the difference
did not reach statistical significance (-5.1 mm Hg
vs. =3.0 mm Hg; »=0.0584) (Figure 1). All doses
of eplerenone (50, 100, and 200 mg) significantly
reduced trough seSBP from baseline compared
with placebo (-6.8 to =10.6 mm Hg vs. —=2.1 mm
Hg; p<0.0245) (Figure 1). The reductions in seSBP
and seDBP appeared to be dose dependent.

Of the 192 patients evaluated using cuff BP
measurements, 58 patients (13-16 patients in each
treatment group) met ABPM criteria for random-
ization. In this group, mean SBP and DBP increased
from baseline in the placebo group. In contrast,
eplerenone treatment resulted in a dose-dependent
decrease from baseline (Figure 2). Compared with
placebo, eplerenone 200 mg significantly reduced
mean 24-hour DBP and SBP (SBP, —=11.9 vs. +2.1
mm Hg; DBP, -5.8 vs. +1.9 mm Hg; p=<0.0009),
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and eplerenone 100 mg significantly reduced mean
24-hour DBP (=3.6 vs. +1.9 mm Hg; p<0.012).
Compared with placebo, the mean change from
baseline in PP at Weeks 4 and 8 was significant for
the 200-mg dose (Week 4, —4.4 vs. +0.9 mm Hg;
Week 8, —3.2 vs. +0.8 mm Hg; both p=<0.0163)
and was significant at Week 4 for the 100-mg dose
(2.8 vs. 0.9 mm Hg; p=0.0182) (Table II).
Dose-dependent increases from baseline in active
plasma renin levels were observed across all eplere-
none treatment groups (34.9%-80.7%) compared
with placebo (14.5%) at the end of the study (Week
8). The difference was statistically significant for
the 200-mg dose (p=0.0068) (Figure 3). Significant
increases from baseline in serum aldosterone also
were observed across all eplerenone treatment
groups (54.6%-78.2%) compared with placebo
(10.8%) at the Week 8 end point (p<0.0005).

Safety and Tolerability

Overall treatment-emergent AEs in all active treat-
ment arms were reported at rates equal to or less
than placebo. AEs that were reported by >5% of
patients in any group are summarized in Table
III. There were no clinically relevant differences
between the placebo group and any eplerenone
group in the incidence of AEs. However, in the
eplerenone groups, 6.1%-6.5% of patients experi-
enced AEs of probable relationship to study medi-
cation, compared with 2.0% in the placebo group.
No patient experienced a serious AE. Four patients
withdrew from the study due to an AE (eplerenone
50 mg, aggravated hypertension; eplerenone 200
mg, increased aspartate transaminase [baseline 30
IU/L, last visit 78 IU/L] and alanine transaminase
[baseline 77 TU/L, last visit 124 IU/L]; increased
y-glutamyl transferase [baseline 30, last visit 129];
and cholelithiasis).

There were no significant ECG or HR changes
associated with the study medication, nor were
there any clinically significant changes in labora-
tory tests other than noted above or in physical
examinations. The safety assessment also included
events of special interest related to agents that act
on the RAAS. Importantly, no patients met the pre-
defined criteria for hyperkalemia (>5.5 mmol/L on
two consecutive measures, 1-3 days apart). There
were no reports of gynecomastia or erectile dys-
function, or of female breast pain. There was one
report of menstrual abnormality unrelated to study
medication in the eplerenone 50-mg group. Nine
patients (one placebo, three eplerenone 50 mg,
three eplerenone 100 mg, and two eplerenone 200
mg) had asymptomatic hyperuricemia; however, no
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Table 1. Demographics and Baseline Characteristics
EPLERENONE EPLERENONE EPLERENONE
50 MG Q.D. 100 MG Q.D. 200 MG Q.D.

CHARACTERISTIC PLACEBO (N=50) (N=49) (N=46) (N=48)
Gender (n [%])

Female 16 (32.0) 18 (36.7) 14 (30.4) 13 (27.1)

Male 34 (68.0) 31 (63.3) 32 (69.6) 35(72.9)
Age (years)

Mean = SD 54.3+10.55 54.2+11.30 52.8+10.02 52.6+10.76

Range 31-70 33-76 27-68 31-75
Race (n [%])

Asian 50 (100.0) 49 (100.0) 46 (100.0) 48 (100.0)
Body mass index (+ SD)

Female mean 23.3+3.5 24.1+2.6 23.0+3.4 25.0+3.3

Male mean 25.8+3.3 25.6+2.9 25.0«3.3 25.1+2.4
BP (mm Hg = SD)

Mean SBP 150.5+11.67 153.5+13.34 156.1+14.25 152.8+16.10

Mean DBP 100.6+5.64 100.2+4.59 101.7+5.72 100.9+5.05
24-hour ABPM (mm Hg = SD)

Mean SBP 152.4+15.92* 150.0«13.76** 153.1«14.21%%* 155.1+13.49%

Mean DBP 96.1£6.51% 92.6+5.16%* 96.4+7.77%%* 97.3+6.34"
Mean active plasma renin 10.177 5.7 6.3% 8.0%
(mU/L)
*n=13; **n=15; ***n=14; 'n=16; "'n=48; *n=45; ¥n=47
Table II. Adjusted Mean Change in Pulse Pressure* (+SE) From Baseline to Weeks 2, 4, and 8

WEEK 2 WEEK 4 WEEK 8

Placebo (n=50) -2.1+1.23 0.9+1.23 0.8+1.38
Eplerenone 50 mg q.d. (n=48) -2.4£1.25 -2.1+1.24 -1.4+1.39
Eplerenone 100 mg q.d. (n=46) -3.2+1.29 -2.8+1.28" -2.7+1.44
Eplerenone 200 mg q.d. (n=48) —4.8+1.24 —4.4+1.24% -3.2+1.39%
*pulse pressure=systolic blood pressure — diastolic blood pressure; 7p=0.0182; #p=<0.0163

patients had uric acid levels that met the laboratory
criteria for an event of special interest (baseline less
than or equal to upper limit of normal and >594.8
pmol/L on any occasion or baseline greater than
upper limit of normal and >1.5 times baseline on
any occasion).

DISCUSSION

This study demonstrates that the safety and efficacy
of the selective aldosterone blocker eplerenone in
Japanese patients with hypertension are similar to
those observed in non-Japanese patients. Notably,
although the populations had different baseline
characteristics, particularly with regard to renin
status, salt intake, and race, the results of this study
are remarkably comparable to that of the previous
study of similar design.!® The safety and efficacy of
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eplerenone for the treatment of essential hyperten-
sion has been demonstrated in clinical trials that
included more than 3000 patients worldwide in
a variety of patient populations.'#1%26-28 Similar
dose-dependent efficacy and good safety profiles
were observed in this study. The finding that all but
one of the patients who completed the study had
low-renin hypertension was unexpected. However,
the results of this study further support the use of
eplerenone as one option in these patients who
frequently do not respond well to ACE inhibitors
and ARBs.

Dose-dependent reductions in the primary end
point of mean change from baseline of trough cuff
DBP were observed at Week 8. The differences
were significant at the 100-mg and 200-mg doses;
at the 50-mg dose, DBP decreased from baseline,
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Table III. Treatment-Emergent Adverse Events Reported in >5% of Patients in Any Group

EPLERENONE EPLERENONE EPLERENONE
PLACEBO 50 MG 100 MG 200 MG
(N=50) (N=49) (N=46) (N=48)

ADVERSE EVENT N %o N %o N Yo N %
Influenza-like symptoms 3 6.0 4 8.2 3 6.5 6 12.5
AST increased 1 2.0 2 4.1 0 0.0 4 8.3
ALT increased 0 0.0 3 6.1 0 0.0 4 8.3
Eosinophilia 0 0.0 1 2.0 1 2.2 4 8.3
GGT increased 0 0.0 1 2.0 2 4.3 3 6.3
Back pain 1 2.0 1 2.0 0 0.0 3 6.3
Headache 6 12.0 8 16.3 1 2.2 2 4.2
Hypertriglyceridemia 3 6.0 2 4.1 2 4.3 2 4.2
Hyperuricemia 1 2.0 3 6.1 3 6.5 2 4.2
Pharyngitis 1 2.0 2 4.1 3 6.5 2 4.2
Malaise 3 6.0 0 0.0 1 2.2 1 2.1
Upper RTI 3 6.0 2 4.1 1 2.2 1 2.1
Lymphocytosis 3 6.0 1 2.0 1 2.2 0 0.0
Specific ECG abnormality 3 6.0 0 0.0 1 2.2 0 0.0
Hypertension aggravated 3 6.0 2 4.1 0 0.0 0 0.0
Peripheral pain 3 6.0 0 0.0 0 0.0 0 0.0

AST=aspartate transaminase; ALT=alanine transaminase; GGT=y-glutamyl transferase; RTI=respiratory tract
infection; ECG=electrocardiogram

Placebo Eplerenone 50 mg Eplerenone 100 mg Eplerenone 200 mg
(n=50) (n=48) (n=46) (n=48)
0.0

-2.0

-6.0
-8.0

-10.0

Mean change (mm Hg)

-12.0 —

*p<0.0245 vs. placebo
"p<0.0022 vs. placebo

-14.0

B sBP Change
I DBP Change

Figure 1. Adjusted mean change in systolic blood pressure (SBP) and diastolic blood pressure (DBP) from baseline to

Week 8

although the change was not statistically significant. eplerenone (50, 100, and 200 mg) are consistent

The significant reductions in seSBP, the secondary with a previous dose-ranging study demonstrat-

end point, achieved at all three once-daily doses of ing that eplerenone is effective in isolated systolic
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Placebo Eplerenone 50 mg Eplerenone 100 mg Eplerenone 200 mg
(n=13) (n=15) (n=14) (n=16)

-6.0

Mean change (mm Hg)
]
D
o

-8.0

-10.0

-12.0 ' W SBP change

140 _ I DBP change

-16.0 *p<0.0012 vs. placebo

Figure 2. Adjusted mean change in 24-hour ambulatory systolic blood pressure (SBP) and diastolic blood pressure
(DBP) from baseline to Week 8

100 Active plasma renin Serum aldosterone
© 90— .
D 80.7
2 80—
o]
E 70—
o 60—
S
5 50—
§ 40—
o
[
8 20
= 14.5 10.8
10 —
0
*p<0.0068 95% Confidence interval
#p<0.0005 [] Placebo (—-1.10 to 24.24)
[l Eplerenone 50 mg (41.29-77.68)
B Eplerenone 100 mg (37.54-73.71)
Il Eplerenone 200 mg (58.63-100.2)
Figulze 3. Adjusted mean percent change in renin-angiotensin-aldosterone system hormone profile from baseline to
Week 8
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hypertension.' Consistent with earlier findings, this to the study drug. No patients met the predefined
report demonstrated that eplerenone 200 mg was criteria for hyperkalemia or reported events of spe-
more effective than placebo in lowering PP at the cial interest related to neurohormonal activity or
Week 8 end point. The earlier efficacy trial of eplere- progestational or androgenic antagonism leading
none conducted in 269 older patients with essential to sexual side effects such as those that often occur
hypertension found that eplerenone was as effective with spironolactone therapy. There were no distur-
as amlodipine in reducing PP." bances of cardiac rate and rhythm, ECG abnormal-

Japanese patients with hypertension appear to ities, adverse laboratory results other than changes
have circadian changes in blood pressure similar to in enzymes in four patients on the highest dose, or
those seen in other groups worldwide. Therefore, changes in vital signs or physical examination. This
loss of efficacy at the end of the dosing interval is a suggests that monitoring for liver enzyme changes
potential concern among this population as well. In should be part of follow-up examinations.
the Ohasama Study,”® more than 25% of patients
treated for hypertension were reported to have CONCLUSIONS
high morning blood pressure that was attributed Eplerenone is the first antihypertensive agent to
to insufficient duration of antihypertensive medica- become available that selectively blocks aldoste-
tions. Although the number of individuals assessed rone at the mineralocorticoid receptor. The find-
for 24-hour blood pressure was small (15-16 per ings reported here contribute to the expanding evi-
treatment group) in our study, eplerenone treatment dence that eplerenone treatment reduces DBP, SBP,
achieved significant reductions in mean 24-hour and PP, even in patients with low baseline active
DBP using once-daily doses within the typical dosing renin levels. ABPM results also support the use
range; 100 mg and 200 mg once daily significantly of once-daily dosing with eplerenone. Eplerenone
decreased the mean 24-hour DBP. At the once-daily has been shown to be an efficacious and well tol-
200-mg dose, reduction in mean 24-hour SBP was erated agent and should be considered as one of
incrementally greater than that observed at 50-mg the options for the management of patients with
or 100-mg doses, and reductions were significantly essential hypertension.
greater compared with placebo. Furthermore, trends
for daytime and nighttime ABPMs were identical Disclosure: This research was supported by a grant from

. . . Pfizer Inc.
(data not shown). Similar results were attained in
two non-Japan eplerenone dose-ranging studies that
Japan ep sing REFERENCES
used ABPM. ">
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CME Questions

Todd C. Kerwin, MD, Section Editor, Winthrop-University Hospital, Division of Cardiology; Winthrop
Cardiology Associates, Mineola, NY

INSTRUCTIONS FOR COMPLETING THIS FORM: Read the selected paper and answer all the questions that follow. After
each question there is a series of possibly correct answers. Please select the one best answer for each and place your selection on the
answer grid. YOU MUST ALSO COMPLETE THE CME EVALUATION SECTION and return the form within 6 months of the
paper’s publication to receive credit. Letters of credit will be mailed to participants biannually.

ACCREDITATION STATEMENT: Winthrop-University Hospital (WUH) is accredited by the Accreditation Council for
Continuing Medical Education (ACCME) to sponsor continuing medical education for physicians. WUH designates this Continuing
Medical Education activity for a maximum of (1) credit hour in Category 1 credit towards the AMA Physicians’ Recognition Award.
Each physician should claim only those hours of credit that he/she actually spent on the educational activity. WUH relies upon faculty
participants in its CME programs to provide educational information that is objective and as free of bias as possible. In this spirit, and
in accordance with the guidelines of the program sponsor, faculty participants are expected to indicate any commercial relationship that
might be perceived as a real or apparent conflict of interest.

OBJECTIVE AND TARGET AUDIENCE: All primary care physicians and cardiologists are eligible to receive credit. At the
conclusion of this activity, participants should be able to: 1) summarize the important points discussed in the paper reviewed; 2)
identify patients to whom the paper is relevant; 3) modify management practices as new information is learned; and 4) identify
deficiencies in their knowledge base.

Please Select the One Best Answer for Each and Place Your Selection on the Answer Grid.

1.Low-renin hypertension generally responds
well to:
A__Angiotensin-converting enzyme inhibitors
B__B Blockers
C__Aldosterone blockers
D__Angiotensin-receptor blockers

2. Aldosterone is thought to play a role in all of
the following except:
A__Myocardial infarction
B __ Vascular fibrosis
C__Cardiac hypertrophy
D__Ventricular arrhythmias

3. Minimizing aldosterone escape can be

done by:

A__Using short-acting angiotensin-converting
enzyme inhibitors

B __Using short-acting angiotensin-receptor
blockers

C__Using low-dose diuretics

D__Blocking aldosterone at the mineralocorti-
coid receptor

4. Of the following, which is not an adverse
effect of nonselective aldosterone blockers?
A__Menstrual abnormalities
B__Fibrocystic disease
C__Gynecomastia
D__Erectile dysfunction

5. This research showed that selective aldoste-

rone blockers, such as eplerenone:

A__Have adverse effects similar to those of
nonselective aldosterone blockers

B __ Are successful in relation to the renin
status of the patient

C__ Are safe and effective for patients with
essential hypertension

D__Play no role in the circadian elevations in
blood pressure

Q CME Answers are available on The Journal of Clinical Hypertension page at www.lejacq.com
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CME Answer Grid

Answer the questions from the previous page by selecting the best choice of A, B, C, or D.

Questions: 1.__ 2. 3.__ 4. S.

CME Evaluation

Agree Disagree
1. My knowledge was enhanced by this activity. 1.__ 2. 3. 4. 5.
2. The activity helped to clarify issues
specific to hypertensive patients. 1. 2. 3.__ 4. S.__
3. The information obtained from this exercise
will have an impact on my care of patients. 1. 2. 3.__ 4.__ S.__
4. The format of the exercise was useful. 1. 2. 3. 4. 5.

5. Suggestions for future topics:
Where to Send the Completed CME Form

Please print all information.
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