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ABSTRACT

BACKGROUND

Angiotensin-converting-enzyme (ACE) inhibitors such as captopril reduce mortality
and cardiovascular morbidity among patients with myocardial infarction complicated
by left ventricular systolic dysfunction, heart failure, or both. In a double-blind trial, we
compared the effect of the angiotensin-receptor blocker valsartan, the ACE inhibitor
captopril, and the combination of the two on mortality in this population of patients.

METHODS

Patients receiving conventional therapy were randomly assigned, 0.5 to 10 days after
acute myocardial infarction, to additional therapy with valsartan (4909 patients), valsar-
tan plus captopril (4885 patients), or captopril (4909 patients). The primary end point
was death from any cause.

RESULTS

During a median follow-up of 24.7 months, 979 patients in the valsartan group died, as
did 941 patients in the valsartan-and-captopril group and 958 patients in the captopril
group (hazard ratio in the valsartan group as compared with the captopril group, 1.00;
97.5 percent confidence interval, 0.90 to 1.11; P=0.98; hazard ratio in the valsartan-
and-captopril group as compared with the captopril group, 0.98; 97.5 percent confi-
dence interval, 0.89 to 1.09; P=0.73). The upper limit of the one-sided 97.5 percent con-
fidence interval for the comparison of the valsartan group with the captopril group was
within the prespecified margin for noninferiority with regard to mortality (P=0.004)
and with regard to the composite end point of fatal and nonfatal cardiovascular events
(P<0.001). The valsartan-and-captopril group had the most drug-related adverse events.
With monotherapy, hypotension and renal dysfunction were more common in the val-
sartan group, and cough, rash, and taste disturbance were more common in the capto-
pril group.

CONCLUSIONS
Valsartan is as effective as captopril in patients who are at high risk for cardiovascular
events after myocardial infarction. Combining valsartan with captopril increased the
rate of adverse events without improving survival.
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ULTIPLE RANDOMIZED, PLACEBO-

controlled trials involving a total of more

than 100,000 patients have demonstrat-
ed that angiotensin-converting—enzyme (ACE) in-
hibitors reduce the risk of death as well as the risk
of major nonfatal cardiovascular events after myo-
cardial infarction.'® The greatest relative and abso-
lute benefits have been obtained with long-term
ACE-inhibitor therapy in high-risk patients — spe-
cifically, in those with left ventricular dysfunction,
signs or symptoms of heart failure, or both.%*° An-
giotensin-receptor blockers offer an alternative ap-
proach to the inhibition of the renin-angiotensin
system.** The identification of a functioning chy-
mase in humans that is capable of generating angi-
otensin Il independently of ACE provides a rationale
for inhibiting the deleterious actions of angioten-
sin II at the AT, receptor more completely with an
angiotensin-receptor blocker.*? The discoveries of
other angiotensin receptors with putatively favor-
able effects on cardiovascular function and structure
support the hypothesis that angiotensin-receptor
blockers, by promoting the unopposed stimulation
of these receptors,*® may offer clinical benefits be-
yond those achieved with ACE inhibitors. Alterna-
tively, since the augmentation of bradykinin levels
may also contribute to the net therapeutic benefits of
ACE (kininase II) inhibitors, concurrent treatment
with an ACE inhibitor and an angiotensin-receptor
blocker might be the most effective strategy.

We conducted the Valsartan in Acute Myocardial
Infarction (VALIANT) trial to test the hypothesis that
treatment with valsartan, an angiotensin-receptor
blocker, alone or in combination with captopril, an
ACE inhibitor, would result in better survival than
treatment with a proven ACE-inhibitor regimen.
Our design also specified analyses to assess nonin-
feriority if valsartan was neither clearly superior nor
clearly inferior to captopril.**

METHODS

STUDY DESIGN

We conducted a randomized, double-blind trial at
931 centers in 24 countries. Men and women 18
years of age or older who had had acute myocardial
infarction (between 0.5 and 10 days previously) that
was complicated by clinical or radiologic signs of
heart failure, evidence of left ventricular systolic dys-
function (an ejection fraction <0.35 on echocardio-
graphy or contrast angiography and <0.40 on radio-

nuclide ventriculography), or both, as defined in the
three trials we used as reference studies, were eligi-
ble.»”# At randomization, patients were required
to have a systolic blood pressure higher than 100
mm Hg and a serum creatinine concentration of less
than 2.5 mg per deciliter (221 pmol per liter). Pa-
tients were permitted to have received an ACE inhib-
itor or angiotensin-receptor blocker up to 12 hours
before randomization. The main criteria for exclu-
sion were a previous intolerance or contraindication
to an ACE inhibitor or angiotensin-receptor blocker,
clinically significant valvular disease, another dis-
ease known to limit life expectancy severely, and the
absence of written informed consent.*

Consenting, eligible patients were randomly as-
signed ina 1:1:1 ratio to receive valsartan monother-
apy, valsartan plus captopril, or captopril mono-
therapy; an automated, interactive voice-response
system was used for randomization. Therapy was
begun with either 20 mg of valsartan, 20 mg of val-
sartan plus 6.25 mg of captopril, or 6.25 mg of cap-
topril. Doses were gradually increased in four steps,
with the goal of reaching step 3 (80 mg of valsartan
twice daily, 40 mg of valsartan twice daily and 25 mg
of captopril three times daily, or 25 mg of captopril
three times daily) during the initial hospitalization
and step 4 (160 mg of valsartan twice daily, 80 mg of
valsartan twice daily and 50 mg of captopril three
times daily, or 50 mg of captopril three times daily),
if clinically possible, by the three-month visit. Inves-
tigators increased or decreased the doses of the
study drugs at their discretion according to the pa-
tient’s clinical status. Study visits took place six
times during the first year and at four-month inter-
vals thereafter; at each visit, clinical status, study
outcomes, drug tolerance, quality of life, and phar-
macoeconomic variables were assessed. All pre-
specified end points were adjudicated by a clinical
end-point committee that was unaware of the treat-
ment-group assignments. Definitions of the end
points are presented in Supplementary Appendix 1
(available with the full text of this article at www.
nejm.org). A single independent data and safety
monitoring board and the institutional review board
or ethics committee at each participating site ap-
proved the protocol.

The Duke Clinical Research Institute and the
Leuven Coordinating Center performed data proc-
essing and site management independently of the
sponsor. Until the data base was locked, only the
data and safety monitoring board and an independ-
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ent drug-distribution group maintained the code
used for treatment-group assignments. All analyses
were performed at the Duke Clinical Research Insti-
tute and were verified by the sponsor. The manu-
script was prepared by the academic researchers,
who made the publication decisions, and was re-
viewed by the sponsor.

STATISTICAL ANALYSIS

There were two primary treatment comparisons:
valsartan versus captopril, and valsartan plus capto-
pril versus captopril. A two-sided significance level
of 0.0253 (with Sidak’s adjustment for multiple
comparisons)*® was used for both comparisons.
The trial was designed to enroll approximately
14,500 patients, with follow-up continuing until at
least 2700 deaths had occurred, providing a power
of 86 to 95 percent to detect a reduction of 15.0 to
17.5 percentin the risk of death from any cause. For
the primary end point (mortality from any cause)
and secondary cardiovascular outcomes, the treat-
ment groups were compared on an intention-to-treat
basis with the use of a Cox proportional-hazards
model with adjustment for age and the presence or
absence of previous myocardial infarction, as pre-
specified in the protocol. Event-rate curves were
generated according to the method of Kaplan and
Meier.

If valsartan did not prove to be superior to cap-
topril, the noninferiority of valsartan relative to cap-
topril was to be assessed without further adjustment
of the significance level for interim analyses, since
the trial was not to be concluded early because of
any interim findings regarding noninferiority. In
addition to the confidence interval, the P value for
the test of the null hypothesis of inferiority is also
provided for the assessment of noninferiority. On
the basis of the reduction in mortality with the use
of ACE inhibitors as compared with placebo in pre-
vious trials,»7"®1° the threshold considered to in-
dicate noninferiority with regard to the hazard ratio
for death in the valsartan group as compared with
the captopril group was prespecified as 1.13. This
threshold preserves at least 55 percent of the sur-
vival benefit of an ACE inhibitor. An estimate of the
effectiveness of valsartan as compared with that of
an imputed placebo was derived by the methods of
Fisher® and Hasselblad and Kong.*” Under the as-
sumption of a risk reduction of 0 to 2.5 percent with
valsartan as compared with captopril, 2700 events
would provide the study with a power of 74 to 88
percent to demonstrate that valsartan is as effective

as captopril, given a one-sided hypothesis, with a
significance level 0£0.0253.

For the assessment of noninferiority, in addition
to the intention-to-treat analysis, we conducted a
per-protocol analysis including patients who satis-
fied the criteria for inclusion with regard to acute
myocardial infarction and who had received at least
one dose of the study medication. Assessments of
safety and tolerability were based on all patients who
underwent randomization and received at least one
dose of the study medication. The Cox model was
used to assess the effect of each treatment on the
time to a reduction in the dose or permanent dis-
continuation of the study medication. A repeated-
measures generalized linear model was used to
assess trends in blood pressure and the heart rate
over time. Pearson’s chi-square statistic was used to
compare the treatment groups with respect to the
use of open-label medications, as well as for a post
hoc analysis of cumulative hospital admissions for
myocardial infarction or heart failure.

Preplanned biennial interim analyses (seven in
total) were performed by an independent statisti-
cian and reviewed by the data and safety monitoring
board. The significance level for the primary as-
sessment of superiority was adjusted with the use of
aLan-DeMets alpha spending function (O’Brien—
Fleming type).

RESULTS

STUDY PATIENTS

From December 1998 through June 2001, a total of
14,808 patients were enrolled.*® Information from
105 patients at one site was censored before un-
blinding, because the adequacy of the informed-
consent process could not be ensured. The charac-
teristics of the remaining 14,703 patients (4909 in
the valsartan group, 4885 in the valsartan-and-cap-
topril group, and 4909 in the captopril group) are
summarized in Table 1.

Study medication was administered to all but 77
patients (0.5 percent; 24 patients in the valsartan
group, 23 in the valsartan-and-captopril group, and
30 in the captopril group). The median duration of
follow-up was 24.7 months, for a total of 29,226
cumulative patient-years. At the completion of the
trial, the vital status was unavailable for 139 patients
(0.9 percent; 53 patients in the valsartan group,
48 in the valsartan-and-captopril group, and 38 in
the captopril group), 55 of whom had withdrawn
consent.
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Table 1. Base-Line Characteristics of the Patients.*
Valsartan Group Valsartan-and-Captopril Group Captopril Group
Characteristic (N=4909) (N=4885) (N=4909)
Age —yr 65.0+11.8 64.6+11.9 64.9+11.8
Race — no. (%)
White 4604 (93.8) 4553 (93.2) 4591 (93.5)
Black 125 (2.5) 137 (2.8) 145 (3.0)
Asian 44 (0.9) 53 (L.1) 44 (0.9)
Other 136 (2.8) 142 (2.9) 129 (2.6)
Female sex — no. (%) 1544 (31.5) 1490 (30.5) 1536 (31.3)
Blood pressure — mm Hg
Systolic 122.7+16.8 122.5+17.1 122.8+17.0
Diastolic 72.3+11.3 72.3+11.4 72.4+11.2
Heart rate — beats/min 76.2+13.0 76.2+£12.7 76.2+12.8
Body-mass indexy
Median 27.34 27.24 27.14
Interquartile range 24.69-30.47 24.62-30.35 24.54-30.22
Left ventricular ejection fraction — % 35.3+10.4 35.3+10.3 35.3+10.4
Killip class — no. (%)
[ 1294 (26.5) 1381 (28.4) 1424 (29.1)
I 2401 (49.2) 2329 (47.9) 2346 (48.0)
1 874 (17.9) 842 (17.3) 813 (16.6)
\% 313 (6.4) 312 (6.4) 306 (6.3)
Medical history — no. (%)
Myocardial infarction 1395 (28.4) 1376 (28.2) 1333 (27.2)
Hypertension 2732 (55.7) 2700 (55.3) 2690 (54.8)
Diabetes mellitus 1134 (23.1) 1146 (23.5) 1120 (22.8)
Heart failure 759 (15.5) 701 (14.4) 714 (14.5)
Stroke 292 (5.9) 305 (6.2) 298 (6.1)
Smoking 1556 (31.7) 1546 (31.6) 1562 (31.8)
Coronary-artery bypass grafting 355(7.2) 327 (6.7) 344 (7.0)
Percutaneous coronary intervention 376 (7.7) 337 (6.9) 354 (7.2)

END POINTS
Mortality

Mortality from any cause and cause-specific mortal-
ity were similar in the three treatment groups. A to-
tal of 979 patients in the valsartan group (19.9 per-
cent) died, as did 941 in the valsartan-and-captopril
group (19.3 percent) and 958 in the captopril group
(19.5 percent). The hazard ratio for death in the val-
sartan group as compared with the captopril group
was 1.00 (97.5 percent confidence interval, 0.90 to
1.11; P=0.98), and the hazard ratio for death in the
valsartan-and-captopril group as compared with the
captopril group was 0.98 (97.5 percent confidence
interval, 0.89 to 1.09; P=0.73) (Fig. 1). The Kaplan—
Meier estimates of mortality at one year were 12.5

percent in the valsartan group, 12.3 percent in the
valsartan-and-captopril group, and 13.3 percentin
the captopril group.

Cardiovascular Morbidity and Mortality

The rate of the secondary end point of death from
cardiovascular causes, recurrent myocardial infarc-
tion, or hospitalization for heart failure was similar
in the three groups (Fig. 1). The hazard ratios for
death from cardiovascular causes and for a hierarchy
of composite cardiovascular outcomes generated
by adding important nonfatal cardiovascular events
(recurrent myocardial infarction, hospitalization for
heart failure, resuscitation from cardiac arrest, and
stroke) to death from cardiovascular causes were all
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Table 1. (Continued.)
Valsartan Group Valsartan-and-Captopril Group Captopril Group
Characteristic (N=4909) (N=4885) (N=4909)
Median no. of days from myocardial infarction 4.8 4.9 4.9
to randomization
Site of qualifying myocardial infarction — no. (%)
Anterior 2765 (58.7) 2831 (60.3) 2796 (59.3)
Inferior 1586 (34.1) 1601 (34.4) 1618 (34.7)
Type of qualifying myocardial infarction — no. (%)
Q-wave 3116 (65.8) 3132 (66.4) 3195 (67.5)
Non-Q-wave 1512 (32.5) 1494 (32.2) 1452 (31.1)
Thrombolytic therapy — no. (%) 1741 (35.5) 1711 (35.0) 1718 (35.0)
Primary percutaneous coronary intervention 731 (14.9) 730 (14.9) 717 (14.6)
—no. (%)
Other percutaneous coronary intervention after 1012 (20.6) 949 (19.4) 955 (19.5)
myocardial infarction but before random-
ization — no. (%)
Medication — no. (%)
ACE inhibitors 1936 (39.4) 1993 (40.8) 1888 (38.5)
Angiotensin-receptor blockers 4 (1.1) 3(1.1) 67 (1.4)
Beta-blockers 3468 (70.6) 3439 (70.4) 3443 (70.1)
Aspirin 4481 (91.3) 4452 (91.1) 4485 (91.4)
Other antiplatelet agents 1232 (25.1) 1205 (24.7) 1210 (24.6)
Potassium-sparing diuretics 447 (9.1) 438 (9.0) 445 (9.1)
Other diuretics 2517 (51.3) 2459 (50.3) 2424 (49.4)
Hydroxymethylglutaryl coenzyme A reduc- 1658 (33.8) 1665 (34.1) 1691 (34.4)
tase inhibitors
Serum creatinine — mg/dI§ 1.1+0.3 1.1+0.3 1.1+0.4

* Plus—minus values are means +SD. Data on left ventricular ejection fraction were available for 3788 patients in the val-
sartan group, 3772 in the valsartan-and-captopril group, and 3778 in the captopril group. Data on Killip class were miss-
ing for 27 patients in the valsartan group, 21 patients in the valsartan-and-captopril group, and 20 patients in the capto-

pril group. Data on whether there was an anterior myocardial

infarction were missing for 202 patients in the valsartan

group, 192 in the valsartan-and-captopril group, and 197 in the captopril group; data on inferior myocardial infarction
were missing for 253 patients in the valsartan group, 231 in the valsartan-and-captopril group, and 248 in the captopril

group; data on Q-wave myocardial infarction were missing fo

r 173 patients in the valsartan group, 170 in the valsartan-

and-captopril group, and 179 in the captopril group; data on non—Q-wave myocardial infarction were missing for 252 pa-

tients in the valsartan group, 244 in the valsartan-and-captop

ril group, and 245 in the captopril group.

T The body-mass index is the weight in kilograms divided by the square of the height in meters.
I Treatment with angiotensin-converting—enzyme (ACE) inhibitors and angiotensin-receptor blockers was stopped before

randomization.
§ To convert values for creatinine to micromoles per liter, multi

ply by 88.4.

similar for the valsartan group as compared with
the captopril group and for the valsartan-and-cap-
topril group as compared with the captopril group
(Table 2).

Subgroup Analyses

The examination of prespecified subgroups showed
no heterogeneity in the effects of treatment on the
risk of death or on the secondary composite cardio-
vascular end point (Fig. 2). In particular, there was
no excess hazard of either death or the composite

cardiovascular outcomes among patients who re-
ceived valsartan plus captopril in addition to back-
ground beta-blocker therapy (Fig. 2).

Hospitalizations for Myocardial Infarction

and Heart Failure

A post hoc analysis of the rate of investigator-
reported hospital admissions for either myocardial
infarction or heart failure showed that 919 patients
in the valsartan group (18.7 percent) had a total of
1447 hospitalizations, 834 patients in the valsartan-
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4909 4464 4272 4007 2648 1437 357 Valsartan 4909 3921 3667 3391 2188 1204 290
4885 4414 4265 3994 2648 1435 382 Valsartan and captopril 4885 3887 3646 3391 2221 1185 313
4909 4428 4241 4018 2635 1432 364 Captopril 4909 3896 3610 3355 2155 1148 295

Figure 1. Kaplan—Meier Estimates of the Rate of Death from Any Cause (Panel A) and the Rate of Death from Cardiovascular Causes, Reinfarc-
tion, or Hospitalization for Heart Failure (Panel B), According to Treatment Group.

For the rate of death from any cause, P=0.98 for the comparison between the valsartan group and the captopril group and P=0.73 for the

comparison between the valsartan-and-captopril group and the captopril group; for the rate of death from cardiovascular causes, reinfarction,
or hospitalization for heart failure, P=0.20 for the comparison between the valsartan group and the captopril group and P=0.37 for the com-
parison between the valsartan-and-captopril group and the captopril group.

1898

and-captopril group (17.1 percent) had a total of
1297 hospitalizations, and 945 patients in the cap-
topril group (19.3 percent) had a total 0of 1437 hos-
pitalizations (P=0.50 for the comparison of the pro-
portion of patients and P=0.51 for the comparison
of the number of admissions between the valsar-
tan group and the captopril group; P=0.005 for
the comparison of the proportion of patients and
P=0.007 for the comparison of the number of
admissions between the valsartan-and-captopril
group and the captopril group).

NONINFERIORITY

Because valsartan, alone or combined with capto-
pril, could not be considered to be superior or inferi-
or to captopril alone, we conducted our prespecified
series of analyses to test for noninferiority — com-
paring only the groups receiving valsartan or capto-
pril monotherapy. With regard to mortality, valsar-
tan was shown to be noninferior to captopril in both
the intention-to-treat and per-protocol populations.
In both analyses, the upper limit of the one-sided
97.5 percent confidence interval for the compari-
son between the valsartan group and the captopril
group was within the specified margin for noninfe-

N ENGL J MED 349;20 WWW.NEJM.ORG

riority (P=0.004 in the intention-to-treat analysis
and P=0.002 in the per-protocol analysis). These re-
sults demonstrate that valsartan is no less effective
than an ACE inhibitor in reducing the risk of death
in this population, as illustrated by the analysis in-
volving the imputed placebo that is summarized in
Figure 3. We estimated that valsartan had an effect
that was 99.6 percent of that of captopril (95 per-
cent confidence interval, 60 to 139 percent). The
narrow confidence intervals support the conclusion
that valsartan is at least as effective as captopril in
reducing the risk of major cardiovascular events
(Table 2).

TOLERABILITY AND SAFETY

The proportion of patients who were no longer tak-
ing the study medication at one year was 15.3 per-
cent in the valsartan group, 19.0 percent in the val-
sartan-and-captopril group, and 16.8 percentin the
captopril group (P=0.07 for the comparison be-
tween the valsartan group and the captopril group;
P=0.007 for the comparison between the valsar-
tan-and-captopril group and the captopril group).
Among the patients who were still taking the study
medication at one year, the mean (£SD) doses were
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Table 2. Cardiovascular Mortality and Morbidity.*

End Point (N=4909)

myocardial infarction, heart
failure, resuscitation after
cardiac arrest, or stroke

Death from cardiovascular causes 827 (16.8) 827 (16.9) 830 (16.9) 0.98 (0.87-1.09) 0.62  0.001

Death from cardiovascular causes 1102 (22.4) 1096 (22.4) 1132 (23.1) 0.95(0.87-1.05) 0.25 <0.001
or myocardial infarction

Death from cardiovascular causes 1326 (27.0) 1331 (27.2) 1335 (27.2) 0.97(0.90-1.05) 0.51 <0.001
or heart failure

Death from cardiovascular causes, 1529 (31.1) 1518 (31.1) 1567 (31.9) 0.95(0.88-1.03) 0.20 <0.001
myocardial infarction, or
heart failure

Death from cardiovascular causes, 1612 (32.8) 1580 (32.3) 1641 (33.4) 0.96 (0.89-1.04) 0.25 <0.001

Valsartan  Valsartan-and-  Captopril
Group  Captopril Group  Group
(N=4885)

(N=4909) Valsartan vs. Captopril

P Value
Hazard Ratio P  for Non-
(97.5% Cl)  Value inferiority

number (percent)

Valsartan and Captopril

Hazard Ratio

(97.5% Cl)  Value

1.00 (0.89-1.11)
0.96 (0.88-1.06)

1.00 (0.92-1.09)

0.97 (0.89-1.05)

0.96 (0.89-1.04)

)

0.95
0.40

0.94

0.37

0.26

3

Heart failure denotes hospitalization for the management of heart failure, and Cl confidence interval.

247+105 mg of valsartan in the valsartan group,
116+53 mg of valsartan plus 107+53 mg of captopril
in the valsartan-and-captopril group, and 117+49
mg of captopril in the captopril group. The propor-
tions of patients taking the target doses were 56
percent, 47 percent, and 56 percent, respectively
(P=0.97 and P<0.001 for the two comparisons with
the captopril group).

Atone year, open-label ACE-inhibitor treatment
was being used in 7.0 percent of the patients in the
valsartan group, 7.9 percent of those in the valsar-
tan-and-captopril group, and 7.7 percent of those
in the captopril group (P=0.25 and P=0.72 for the
two comparisons with the captopril group). Open-
label treatment with an angiotensin-receptor block-
erwas being used in 1.5 percent of the patients in the
valsartan group, 3.0 percent of those in the valsar-
tan-and-captopril group, and 2.9 percent of those
in the captopril group (P<0.001 and P=0.82 for the
two comparisons with the captopril group).

The mean blood pressure at one year was 127/75
mm Hgin thevalsartan group, 125/75 mm Hg in the
valsartan-and-captopril group, and 127/76 mm Hg
in the captopril group (P=0.17 for the comparison
of systolic blood pressure and P=0.32 for the com-
parison of diastolic blood pressure between the val-
sartan group and the captopril group; P<0.001 for
the comparisons of both systolic and diastolic blood
pressure between the valsartan-and-captopril group

and the captopril group). Although all patients re-
ceived active blood-pressure-lowering agents, the
valsartan-and-captopril group had a mean systolic
pressure thatwas 2.2 mm Hg lower than that in the
captopril group after randomization (P<0.001), and
the mean systolic pressure in the valsartan group
was 0.9 mm Hg lower than that in the captopril
group (P<0.001). The mean heart rate did not vary
significantly among treatment groups.

The groups were similar in terms of the number
of patients who permanently discontinued the study
treatment by their own decision, the most common
reason given for discontinuation (380 patients in the
valsartan group, 373 in the valsartan-and-captopril
group, and 355 in the captopril group; P=0.40 and
P=0.44 for the two comparisons with the captopril
group). The rate of adverse events related to the
study treatment, the next most frequent reason for
discontinuation, did differ among groups, with the
highest rate occurring in the valsartan-and-capto-
pril group and the lowest rate in the valsartan group
(Table 3). Definitions of the types of adverse events
thatled to dose reductions or the discontinuation of
study treatment are provided in Supplementary Ap-
pendix 2 (available with the full text of this article at
www.nejm.org). There was a similar pattern in the
rates of adverse events leading to a reduction in the
dose of a study drug (Table 3). Clinical reports of hy-
potension were consistent with the blood-pressure
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levels in that the frequency of this adverse effect
leading to either a reduction in the dose of study
medication or the permanent discontinuation of
study treatment was highest in the valsartan-and-
captopril group and lowest in the captopril group
(Table 3).

Dose reductions and permanent discontinua-
tions of study medication for renal causes were
more frequent in the valsartan and the valsartan-
and-captopril groups (Table 3). There were no sig-
nificant differences in the number of patients with
a hospitalization attributed to renal dysfunction
(32 in the valsartan group, 30 in the valsartan-and-
captopril group, and 21 in the captopril group; P=
0.14 and P=0.21 for the two comparisons with the
captopril group).

Cough, taste disturbance, and rash leading to ei-
ther a dose reduction or the permanent discontinu-
ation of study treatment were more frequent in the
two groups that received captopril (Table 3). Angio-
edema leading to discontinuation was infrequent,
occurring in 34 patients (0.23 percent), and the rate
did not differ significantly among groups. No cases
requiring intubation were reported.

DISCUSSION

The use of ACE inhibitors in patients with myocar-
dial infarction has improved survival and reduced
the rates of major nonfatal cardiovascular events, es-
pecially when these agents are used for long-term
treatment in high-risk patients such as those with
signs of heart failure, evidence of leftventricular sys-
tolic dysfunction, or both.%*° Consequently, inter-
national guidelines recommend ACE inhibitors
as first-line therapy for such patients.*®2° Clinical
trials testing the efficacy of angiotensin-receptor
blockers in this population of patients must there-
fore include a proven ACE inhibitor as an active
comparison treatment or as background therapy if
a placebo is used.?* With this approach, we found
that the angiotensin-receptor blocker valsartan, at
atarget dose of 160 mg twice daily, is as effective as
a proven regimen of captopril in improving survival
and reducing cardiovascular morbidity.

To demonstrate noninferiority in this way re-
quires a rigorous trial design with specific pre-
planned statistical analyses. Trials designed to show
noninferiority require an appropriate reference pop-
ulation, a proven comparison agentand dose, a high
level of adherence to treatment, and adequate statis-
tical power.?>23 The criteria for inclusion in our trial

Figure 2 (facing page). Hazard Ratios and 95 Percent
Confidence Intervals for Death from Any Cause (Panels
A and C) and for Death from Cardiovascular Causes,
Reinfarction, or Hospitalization for Heart Failure (Panels
B and D).

The valsartan group is compared with the captopril
group in Panels A and B; the valsartan-and-captopril

group is compared with the captopril group in Panels
Cand D.

were almost identical to those used by the three sem-
inal studies showing the benefits of long-term ACE-
inhibitor treatment after myocardial infarction.>”®
Moreover, the rates of cardiovascular events among
patients who received the ACE inhibitor in our study
were similar to those in the reference population.

Regarding the choice of comparison agent and
dose, captopril, ramipril, and trandolapril have all
been shown to be superior to placebo in long-term
trials involving high-risk patients with myocardial
infarction, resulting in an overall reduction in mor-
tality of 26 percent without significant heterogeneity
among agents (Fig. 3).1° Captopril offered the ad-
ditional advantage of being the ACE inhibitor whose
use within the first day after myocardial infarction
had been studied the most; in the Fourth Interna-
tional Study of Infarct Survival (ISIS-4), the drugwas
associated with a survival advantage within the first
35 days.3 This was an important distinguishing fac-
tor, given that our protocol allowed the early initia-
tion of the study treatment (as early as 12 hours after
myocardial infarction).

In contrast to tests of superiority, analyses of non-
inferiority can be favorably biased because of poor
adherence. The rate of adherence to captopril treat-
mentin our study was similar to thatin the Survival
and Ventricular Enlargement (SAVE) trial, which
showed the superiority of captopril over placebo.*
Moreover, the prespecified per-protocol analysis in-
cluded only patients who met strict inclusion crite-
ria with regard to myocardial infarction and who
had received at least one dose of study medication;
the use of these criteria improves the comparison
between the per-protocol analysis and previous
studies of myocardial infarction and limits the in-
fluence of poor adherence. The analyses of noninfe-
riority involving the intention-to-treat and per-pro-
tocol populations gave consistent and statistically
significant results, which permits us to conclude
that valsartan provides the same benefits, in terms
of both survival and the risk of cardiovascular
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A Death from Any Cause

Variable No. of Patients
Median Age

<65 yr 4618

=65 yr 5200
Sex

Male 6738

Female 3080
Previous myocardial infarction

No 7088

Yes 2730
Diabetes mellitus

No 7564

Yes 2254
Systolic blood pressure

<Median 5632

>Median 4182
Serum creatinine concentration

<Median 4970

>Median 4837
Killip class

| 2718

1 4747

11 1687

\% 619
Heart failure

No 7743

Yes 2075 —
Left ventricular dysfunction

No 2089 —

Yes 7729
Beta-blocker use

No 2907

Yes 6911
ACE-inhibitor use

No 5994

Yes 3824
Potassium-sparing diuretic use

No 8925

Yes 892

Overall

A

P Value
0.29

0.43

0.13

0.5

Favors Valsartan 1

1
Favors Captopril 2

Median Age
<65 yr
=65 yr
Sex
Male
Female
Previous myocardial infarction
No
Yes
Diabetes mellitus
No
Yes
Systolic blood pressure
<Median
>Median
Serum creatinine concentration
<Median
>Median
Killip class
|

\%
Heart failure
No

Yes
Left ventricular dysfunction
No

Yes
Beta-blocker use
No

Yes
ACE-inhibitor use
No

Yes
Potassium-sparing diuretic use
No

Yes
Overall

B Combined Cardiovascular End Point
Variable No.

of Patients

4618
5200
6738
3080
7088
2730
7564
2254
5632
4182
4970
4837
2718
4747
1687

619
7743
2075
2089
7729
2907
6911
5994
3824
8925

892

P Value
0.96

0.55

0.5

Favors Valsartan

T T
1.0

1
Favors Captopril 2

C Death from Any Cause

D Combined Cardiovascular End Point

Variable No. of Patients P Value Variable No. of Patients P Value

Median Age 0.54 Median Age 1.00
<65 yr 4675 <65 yr 4675
=65 yr 5119 =65 yr 5119

Sex 0.48 Sex 0.47
Male 6768 Male 6768
Female 3026 Female 3026

Previous myocardial infarction 0.82 Previous myocardial infarction 0.26
No 7085 No 7085
Yes 2709 Yes 2709

Diabetes mellitus 0.70 Diabetes mellitus 0.85
No 7528 No 7528
Yes 2266 Yes 2266

Systolic blood pressure 0.17 Systolic blood pressure 0.68
<Median 5642 <Median 5642
>Median 4149 >Median 4149

Serum creatinine concentration 0.93 Serum creatinine concentration 0.92
<Median 4908 <Median 4908
>Median 4878 >Median 4878

Killip class 0.22 Killip class 0.11
| 2805 | 2805
1 4675 I} 4675
11 1655 I 1655
\% 618 \% 618

Heart failure 0.42 Heart failure 0.57
No 7738 No 7738
Yes 2056 —_—— Yes 2056

Left ventricular dysfunction 0.40 Left ventricular dysfunction 0.56
No 2074 —_— No 2074
Yes 7720 Yes 7720

Beta-blocker use 0.31 Beta-blocker use 0.56
No 2910 No 2910
Yes 6882 Yes 6882

ACE-inhibitor use 0.41 ACE-inhibitor use 0.57
No 5911 No 5911
Yes 3881 Yes 3881

Potassium-sparing diuretic use 0.78 Potassium-sparing diuretic use 0.99
No 8909 No 8909
Yes 883 Yes 883

Overall Overall

l T —— | l T —— |
05 Favors Valsartan *© Favors Captopril 2l 05 Favors Valsartan ™ Favors Captopril L
and Captopril and Captopril
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SAVE =
TRACE |
AIRE —_—

SAVE, TRACE, and ‘_
AIRE Combined

VALIANT (with

imputed placebo)

Hazard Ratio for Death from Any Cause

0.5 1.0 2.0

Favors Active Drug Favors Placebo

Figure 3. Hazard Ratios and 95 Percent Confidence Intervals for Death from
Any Cause with Active Treatment as Compared with Placebo in Several Studies.
SAVE denotes the Survival and Ventricular Enlargement trial, TRACE the Tran-
dolapril Cardiac Evaluation, and AIRE the Acute Infarction Ramipril Efficacy trial.
The sizes of the symbols indicate the relative numbers of events in each study.
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events, that were previously achieved with ACE in-
hibitors in similar populations of patients.

The combination of valsartan and captopril was
evaluated to determine whether incremental clini-
cal benefits could be achieved with two inhibitors of
the renin—angiotensin system. This combination
regimen did not reduce mortality or the rates of key
secondary outcomes in our population, despite ad-
ditional lowering of blood pressure and a clear in-
crease in the rate of intolerance to treatment. This
finding is apparently discordant with those of two
recent major trials involving patients with heart fail-
ure that demonstrated improvements in cardiovas-
cular outcomes with the addition of an angiotensin-
receptor blocker to conventional therapy including
an ACE inhibitor.?#"2° Our study, however, differed
from these trials in terms of the population of pa-
tients and the regimens under study. Differences
in patterns of cardiovascular risk between patients
with stable heart failure and patients with acute my-
ocardial infarction — the latter having higher risks
of early death and myocardial infarction than the
former — may account for some of the observed
differences. In addition, in the heart-failure trials,
angiotensin-receptor-blocker therapy was added to
preexisting ACE-inhibitor therapy, and the two treat-
ments were not started concurrently, nor were the
doses titrated concurrently. Moreover, in our study,
we titrated the dose of the ACE inhibitor to a level
that has proven efficacy, whereas in the heart-failure

trials the angiotensin-receptor blocker was added
to a dose of an ACE inhibitor thatwas chosen by the
individual investigator. However, the fact thata post
hoc analysis in our study showed that combination
therapy resulted in an apparent reduction in the cu-
mulative rate of admission for recurrent myocardial
infarction or heart failure does at least suggest that
this therapy has biologic activity that might result
in the observations that have been made in patients
with heart failure. The role of combination therapy
with an angiotensin-receptor blocker and an ACE
inhibitor is currently being studied in a major trial
involving patients with vascular disease.>”

The inclusion of a combination-therapy group in
our study also provides additional insights regard-
ing the possible risks associated with the use of
angiotensin-receptor blockers in conjunction with
beta-blockers and ACE inhibitors — so-called triple
therapy.?* The recently published results of the Can-
desartan in Heart Failure — Assessment of Reduc-
tion in Mortality and Morbidity (CHARM) study
have allayed somewhat the concern about potential
risks in patients with chronic heart failure.?>2® Our
study, in which approximately 70 percent of the pa-
tients were taking a beta-blocker, showed no ad-
verse interaction with valsartan and no increased
risk associated with triple therapy in patients with
myocardial infarction complicated by heart failure,
left ventricular dysfunction, or both.

The Optimal Therapy in Myocardial Infarction
with the Angiotensin II Antagonist Losartan
(OPTIMAAL) trial compared the effects of the angi-
otensin-receptor blocker losartan with those of cap-
topril on survival and other major cardiovascular
outcomes in similar patients with high-risk myocar-
dial infarction.?® The findings of a trend in favor of
captopril did not satisfy the trial’s criteria for non-
inferiority. It has been suggested that the dose of
losartan used in that study and the titration schedule
followed were insufficient relative to the proven cap-
topril regimen.?® Our finding that there was greater
blood-pressure lowering (and more hypotension-
related adverse events) associated with valsartan,
which was administered in a dose thatwas atleastas
effective as the dose of captopril used, supports this
view of the OPTIMAAL trial. When patients received
adose of valsartan that had the same clinical benefit
as captopril, they were less likely than those re-
ceiving captopril to discontinue therapy because
of a drug-related adverse event. The increased fre-
quency of hypotension and renal problems associ-
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Table 3. Adverse Events Leading to a Dose Reduction or a Discontinuation of Study Treatment.

Resulting in Permanent Discontinuation

Cause Resulting in Dose Reduction of Study Treatment
Valsartan  Valsartan-and-  Captopril Valsartan  Valsartan-and-  Captopril
Group Captopril Group ~ Group Group  Captopril Group  Group

(N=4885)  (N=4862)  (N=4879)  (N=4885)  (N=4862)  (N=4879)

number (percent)

Hypotension 739 (15.1)* 884 (18.2)* 582 (11.9) 70 (14)* 90 (L9)* 41 (0.8)
Renal causes 239 (4.9)% 232 (4.8)* 148 (3.0) 53 (1.1) 61 (1.3)* 40 (0.8)
Hyperkalemia 62 (1.3) 57 (1.2) 43 (0.9) 7(0.1) 12 (0.2) 4(0.1)
Cough 85 (1.7)% 225 (4.6) 245 (5.0) 30 (0.6)% 101 (2.1) 122 (2.5)
Rash 32 (0.7)* 53 (1.1) 61 (1.3) 17 (03)*  34(0.7) 39 (0.8)
Taste disturbance 13 (0.3)* 38 (0.8) 1(0.6) 9(0.2)*  16(03) 21 (0.4)
Angioedema 12 (0.2) 22 (0.5) 22 (0.5) 9(0.2) 12 (0.2) 13 (0.3)
Any of the above events 1112 (22.8) 1404 (28.9)% 1063 (21.8) 197 (4.0)* 332 (6.8)* 280 (5.7)
Any adverse event 1437 (29.4) 1690 (34.8)% 1388 (28.4) 282 (5.8)* 438 (9.0)* 375 (7.7)
Any reason 2103 (43.1) 2342 (48.2)* 2098 (43.0) 1001 (20.5) 1139 (23.4)* 1055 (21.6)

3

The difference from the captopril group is significant at P<0.05.

i The totals of the numbers of patients with each type of event are greater than the numbers given for “any of the above
events” because in some patients more than one type of event contributed to the decision to reduce the dose or discon-
tinue study treatment.
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tolini, A. Branzi, U. Bugatti, R. Bugiardini, V. Capuano, M. Carrone, P. Celli, E. Chiesa, V. Ciconte, G. Corsini, G. De Angelis, G. Di Pasquale,
R. Fanelli, G. Filorizzo, P. Fioretti, A. Grieco, G. Ignone, A. Mafrici, G. Maglia, R. Mangia, P. Maras, F. Masini, A. Mauric, A. Paci, G. Petti-
nati, R. Pirani, W. Rauhe, L. Sala, G. Sibilio, G. Slavich, G. Soravia, G. Tartarini, L. Tavazzi, P. Terrosu, G. Trevi, B. Trimarco, M. Turri, P. Tur-
rini, F. Valagussa, C. Vassanelli, M. Volpe; the Netherlands (255 patients) — A.E.R. Arnold, M. Bijl, P.A.R. De Milliano, P.H.J.M. Dunselman,
PhW. Fels, A. Funke Kiipper, A.H. Herweijer, W. Jaarsma, O. Kamp, H.J.J. Koornstra, J.A. Kragten, P.J.P. Kuijer, C.M. Leenders, A.H. Liem,
G.C.M. Linssen, RJ. Lionarons, D.J.A. Lok, W.J.S. Louridtz, H.R. Michels, W.M. Muijs van de Moer, P.R. Nierop, J.L. Posma, P.H. Van der
Burgh, P.M. van Kalmthout, L.H.J. van Kempen, D.J. van Veldhuisen, J.C.L. Wesdorp, A.J.A.M. Withagen; New Zealand (136 patients) — N.
Abdul-Ghaffar, J. French, D. Friedlander, I. Gerber, A. Hamer, C. Hammet, J. Hedley, H. Ikram, S. Mann, P. Matsis, R. Rankin, D. Scott, H.
White, G. Wilkins, M. Williams, C.K. Wong; Norway (263 patients) — S. Barvik, K. Dickstein, V. Hoeg; Poland (348 patients) — W. Banasiak,
M. Demczuk, A. Dyduszynski, J.H. Goch, J. G6rny, M. Janion, K. Kawecka-Jaszcz, J. Kopaczewski, K. Loboz-Grudzien, M. Ogérek, G.
Opolski, W. Piotrowski, P. Ruszkowski, A. Rynkiewicz, R. Sciborski, M. Stopinski, M. Trusz-Gluza, T. Waszyrowski, D. Wojciechowski, K.
Wrabec, J. Zambrzycki; Russia (3135 patients) — V. Ananchenko, G. Arutyunov, M. Baluda, O. Barbarash, D. Belenkiy, S. Belousov, Y.B. Be-
lousov, M. Boiarkin, 1. Bokarev, R.A. Charchoglian, D.A. Chepky, G. Chumakova, V. Doschicyn, P. Dovgalevsky, L. Ermoshkina, G.S.
Filonenko, I. Fomin, I. Fomina, S. Foytanov, M. Freydlina, M. Glezer, A. Golikov, B. Goloshchekin, A. Gospodarenko, N. Gratsiansky, G.
Ivanov, L. Katelnitskaya, M. Khrakovskaya, O. Khrustalev, I. Klenina, V. Kostenko, M. Kozlova, O. Lapin, N. Leontieva, Y.M. Lopatin, V. Lus-
ov, V. Markov, S. Martioushov, A. Martynov, N. Mezentseva, A. Michailov, V.R. Mkrtchyan, V. Moiseev, S. Nedogoda, AV. Nefedov, M. Nefe-
dov, Y. Nikitin, L. Olbinskaya, N. Perepech, A. Rebrov, K. Rogalev, M. Ruda, E. Shlyahto, V. Shmyrova, A. Shpector, S. Shustov, Y. Shwartz,
B. Sidorenko, V. Simonenko, K. Sobolev, L. Sorokin, M. Stefanenko, O. Stepura, R. Striouk, V. Sulimov, A. Sumin, A. Syrkin, B. Tankhi-
levitch, N. Tarasov, A. Tchutchalin, E. Troshina, AV. Tuev, S. Vaniev, A. Vertkin, A. Vishnevsky, S. Yacushin, N. Yarokhno, V. Zadiontchenko,
A. Zborovsky, E. Zemtsovsky, D. Zverev; Slovakia (184 patients) — P. Brunclik, T. Duris, J. Hasilla, R. Kohn, E. Kovdr, J. Murin, B. Renker, R.
Rybar, M. Slanina, R. Uhliar; South Africa (58 patients) —J.M. Bennet, A.J. Dalby, D.I. Duncan, M.R. Essop, A. Kok, P. Manga, B.M.M. Posen,
J.S. Roos, E.A. Snyders, L. Steingo; Spain (123 patients) — A. Bardaji Ruiz, J. Bayon Ferndndez, J.M. Cruz Ferndndez, E. Galve Basilio, M. de
Miguel Diaz, E. Roig Minguell, L. Saenz Cusi, V. Valle Tudela, J.A. Velasco Rami; Sweden (490 patients) — U. Ahremark, L. Astrom, K.
Boman, P. Brunmark, U. Dahlstrom, O. Fredholm, J.E. Frisell, P. Hardhammar, M. Hartford, U. Hurtig, L. Jonasson, L. Klintberg, L.-E. Lars-
son, P. Nicol, O. Nilsson, S.-B. Nilsson, H. Ohlin, A. Ohlsson, J. Perk, H. Perrson, M. Peterson, G. Rasmanis, C. Ringquist, A. Stenberg, K.
Swedberg, D. Ticic, I. Timberg, K. Waern Bugge, P. Wodlin; United Kingdom (840 patients) —J. Adgey, M. Al-Khoffash, R. Andrews, P. Avery,
S. Ball, R. Baxter, M. Been, J. Birkhead, A. Bridges, P. Broadhurst, R. Canepa Anson, J. Cleland, P. Clifford, D. Connelly, T. Crake, J. Davies,
M. Davies, J. Dhawan, F. Dunn, I. Findlay, J. Hampton, S. Hanley, P. Higham, A. Jacob, C.Jones, J. Kaski, G. Lip, R. MacFadyen, R. Mattu, H.
McAlpine, J. McMurray, M. Metcalfe, A. Moriarty, C. Morley, D. Murdoch, S. Mushahwar, W. Penny, D. Pitcher, S. Puri, J. Purvis, M. Ramsey,
C. Reid, G. Richardson, D. Rowlands, S. Saltissi, R. Senior, J. Shahi, L. Smith, N. Spyrou, I. Squire, J. Stephens, J. Swan, C. Travill, N. Uren,
R. Vincent, N. Wheeldon; United States (3964 patients) — R. Acheatel, P. Ackell, D. Adler, K. Akosah, M. Amidi, P. Amsterdam, I. Anand, J.
Anderson, J. Aranda, R. Ashar, K. Ayala, R. Badger, M. Balk, P. Bannon, M. Basnight, V. Battles, C. Bayron, J. Becker, R. Belkin, B. Bellamy,
R. Bellinger, J. Bengtson, S. Bennett, N. Bhalodkar, G. Bhat, R. Birkhead, J. Bittl, M. Boland, W. Book, C. Brachfeld, G. Broderick, M. Brod-
sky, C. Brown III, D. Bruns, J. Butler, D. Calnon, J. Calvin, A. Camacho, P. Cambier, A. Camp, P. Campbell, J.D. Cannon, Jr., S. Cansino, R.
Carlson, K. Carr, P. Casale, H. Chadow, P. Chalasani, H. Chandna, D. Chapman, G. Charlton, J. Cheirif, D. Childs, J. Chin, A. Chu, D.
Churchill, L. Clark, F. Cobb, H. Colfer, C. Corder, M. Croitoru, D. Cullinane, M. Cunningham, I. Dauber, T. Davis, D. Dawley, P. Deedwania,
J. Delemos, A. DeLeon, G. Dennish, D.M. Denny, S. Desai, C. D’Haem, N. Dhruva, P. Dionisopoulos, E. Dixon, E. Dodin, S. Dohad, D.
Dowdy, J. Drury, C. Duvernoy, A. Edin, T. Edwards, F. Eelani, M. El Shahawy, M. Ellestad, R.D. Ensley, F. Fahey, J. Farahi, J. Farnham, P. Fat-
tal, J. Fernandez, J. Fialkow, V. Figueredo, D. Fintel, G. Fishbein, R. Fishberg, B. Fisher, P. Fitzpatrick, G. Flaker, M. Foster, W. French, M.
Frey, B. Friedman, J. Furiasse, J. George, J. Ghali, J. Gilbert, P. Giles, J. Glassman, M. Gleva, R. Glynn, S. Goldman, D. Goldner, P. Goodfield,
D. Gordon, J. Gottdeiner, R. Goulah, T. Grady, R. Graf, B. Graham, J. Graziano, E. Gredler, D. Greenberg, M. Greenspan, B. Gros, J. Hall,
Jr., H. Hanley, B. Harris, K. Harris, C. Hartman, MW. Hashimi, A. Hassett, W.H. Haught, D. Hill, M. Hillert, J. Hochman, J. Hodsden, R.
Hoffmann, M. Honan, D. Hsi, M. Hudson, H. Ingersoll, N. Israel, D. Jackman, B. Jackson, S. Jafri, A. Jain, A. Jain, N. Jamal, L. Jenkins, S.
Jennison, M. Jones, J. Joseph, R. Josephson, J. Kannam, A. Karamali, R. Karns, W. Katz, D. Kereiakes, E.K. Kerut, M. Kesselbrenner, J.
Kieval, J. King, R. Kipperman, A. Kizilbash, K. Klancke, M. Klein, J. Kmonicek, P. Kosolcharoen, B. Kowalski, M. Kraemer, K. Kreisman, M.
Kwan, W. Lafoe, P. Lai, M. Lakow, G. Lamas, L. Lancaster, J. Langager, G. Larsen, J. Lash, M. Lauer, N. Laufer, D. Laughrun, C. Lee, M. Lee-
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sar, L. Lefkovic, W. Leimbach, P. Leimgruber, F. Lenz, T. Lessmeier, M. Lester, M. Levitte, C. Lieberman, M. Lillestol, T. Little, F. Lopez, M.
Lopez, D. Losordo, J. Lucke, G. MacDonald, H. Madyoon, R. Magorien, P. Maher, F. Maislos, R. Manda, M. Mansuri, R. McClure, D. Mc-
Cord, M.J. McGreevy, F. McGrew, R.C. McKoy, P. McLaughlin, S. Mehta, F. Menapace, T. Meyer, R. Millar, G. Miller, L. Miller, A. Minisi, J.
Mitchell, EV. Mody, K.K. Mohan, S. Mohiuddin, C. Moore, R. Moore, K. Morris, M. Motta, J.B. Muhlestein, S. Murali, W.E. Musser, J. Navas,
A. Niederman, E.D. Nukta, T. Nygaard, J. O’Bryan, C. O’Connor, D. O’Dea, R. Oliveros, S. Oparil, R. Orchard, E. Ostrzega, J. Owens, P. Pak,
R. Palac, E. Papasifakis, C. Paraboschi, D. Pearce, D. Peizner, G. Ponce, P. Popper, C. Porter, L.M. Prisant, D. Pritza, M. Ptacin, C. Raab, W.
Radtke, P. Rahko, J. Ramirez, M. Rana, B. Reeves, Jr., C. Reimers, K. Retter, G. Revtyak, S. Rezkalla, L. Rink, E. Rivera, S. Roark, S. Rohr-
beck, J. Rosenthal, P. Rossi, J. Sacco, K. Saeian, F. Saltiel, E. Samaha, C. Schechter, R. Schneider, J. Schrank, S. Schulman, G. Schuyler, R. Se-
queira, Y. Shalev, K. Sheikh, S. Sheikh, M. Siddique, R. Siegel, T. Silver, C. Simek, J. Sklar, D. Small, T. Smith, R. Soucier, T. Spaedy, A. Spatz,
N. Srivastava, A. Stahl, K. Stark, P. Stein, M. Stern, T. Stevens, R. Stine, S. Sundram, G. Sutliff, R. Taikowski, A. Taylor, U. Thadani, C.
Thompson, M. Thompson, G. Timmis, M. Tischler, J. Torelli, S. Traub, C. Treasure, C. Tsai, V. Tschida, C. Tung, D.M. Unks, P. Urban, B.
Uretsky, N. Vaganos, K. Vasudemurthy, M. Vaughan, J. Vazquez-Bauza, N. Vijay, E. Von Der Lohe, D. Vorchheimer, S. Voyce, T. Wall, M.
Walsh, J. Watkins, R. Weiss, N. Wenger, J. Werner, T. Whayne, T. Whitsitt, M. Wilensky, C. Wilmer, V. Wilson, D. Wolbrette, D. Wolinsky, R.
Wright, A. Yaacoub, S. Yakubov, B. Zakhaty, J. Zaroff, S. Zelenkofske, M. Zolnick, D. Zwicke; Monitoring and Site Management Organizations —
Canadian Virtual Coordinating Centre for Global Collaborative Cardiovascular Research: Lead Monitor, C. Boyd, M. Adam; Montreal Heart
Institute: Lead Monitor, L. Whittom, J. Marquis; ECLA-Estudios Cardiologicos Latinoamerica: Project Leader, A. Pascual, Lead Monitor, A.
Medina; Flinders Coordinating Centre: Lead Monitor, C. Astley, M. Schofield; Green Lane Coordinating Centre: Lead Monitor, M. Kelkar, O.
Bucan, M. Scott; Scandinavian Clinical Research Institute: Research Manager, S. Lindbratt; Henry Ford Coordinating Center: Lead Coordi-
nator, C. Sherlitz; Mayo Alliance for Clinical Trials: Lead Coordinator, K. Cornwell; Medicon Scandinavia: Medical Director, J. Carlsen;
Brigham and Women’s Hospital: Research Coordinator, R. Mercier; Parexel International: Project Director, T. Spencker, Lead Monitor, K.
Pohlner; Quintiles: Project Director, A. Black, Interactive Voice Randomization Project Director, T. Steven; University of Toronto: Lead Co-
ordinator, C. Leblanc; Trial Operations: Duke Clinical Research Institute — Project Leader: M.A. Sellers, Lead Coordinator: L. Rittenhouse,
Lead Monitor: L. Sunas, Lead Statistician: J. Leimberger, Lead Data Manager: A. Walden; Leuven Coordinating Centre — Safety Manager, M.
Moreira, Project Manager, K. Houbracken, K. Vandenberghe; Russian Clinical Helplines—Moscow: F. Ageev, A. Skvortsov, O. Narusov, G.
Mareeva, J. Gurskaya; St. Petersburg: A. Shargorodskaya; Sponsor: Novartis Pharmaceuticals — Medical Directors: S. Zelenkofske, M. Henis;
Project Leader: S. Edwards; Statistician: J. Gong; Programmers: X. Han, J. Shinomoto; Clinical Team: P. Barbiero, T. Jezek, J. Kaczor, N.B.

Keating, R. Koempf, R. McGarry, G. Rossy, C. Salemi, A. Trapani.
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