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Valsartan after myocardial infarction
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ABSTRACT

One of the important problems of the patients undergoing acute myocardial infarction (M) is early development of heart failure. It has been
revealed in various studies that renin-angiotensin-aldosterone system (RAAS) has a significant role in this process. The studies conducted with
angiotensin converting enzyme (ACE) inhibitors have resulted in decreased mortality rate. Another RAAS blocker which was discovered about
ten years later than other ACE inhibitors in historical process is angiotensin receptor blockers (ARB) inhibiting the efficiency of angiotensin 2
by binding to angiotensin 1 receptor. Valsartan is one of the molecules of this group, which has higher number of large-scale randomized clini-
cal studies. In this review, following presentation of a general overview on heart failure after acute MI, the efficiency of ARBs in this patient
group will be discussed. This discussion will mostly emphasize the construction, outcomes and clinical importance of VALIANT (VALsartan In
Acute myocardial iNfarcTion), which is the study on valsartan after acute Ml heart failure. (Anadolu Kardiyol Derg 2014; 14(Suppl 2): S9-S13)

Key words: valsartan, acute myocardial infarction, valiant

Myocardial infarction (MI) is a fatal disease. Its effects are
catastrophic to the health of the patient, even if it does not result
in death. When discharged from the hospital, patients are
mostly unaware of the years of life lost. Many patients think that
they have survived a heart attack and recovered. Moreover,
patients are unaware that they will experience a condition
called heart failure in the near-middle future, the progression of
which varies according to the amount of heart muscle loss, and
that they will miss to breathe without difficulty. Fortunately, we,
the physicians, know very well that a patient who has had a
heart attack will never be as healthy as he/she was previously,
and that lost cardiac muscle will never be regenerated, the
injury may extend to surrounding healthy tissues if appropriate
treatment is not provided, and this may lead to the deterioration
of the patient’s overall condition. This is why we, physicians
primarily strive to implement preventive measures against heart
attacks in our patients. We struggle with hypertension, smoking,
and cholesterol and tirelessly explain the importance of primary
protection. However despite these efforts, we cannot reduce
the incidence of this disease to zero and prevent the overflow of
coronary care units; nevertheless, we never lose heart or
accept that we are unable to prevent Mls. We primarily strive to
ensure the survival of patients presenting with acute MI, and if
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possible, provide recovery without or at least with minimal dam-
age. For this purpose, we utilize all the opportunities offered by
modern medicine. Hence, in the light of available evidence, this
article evaluates the role of valsartan, an angiotensin receptor
blocker (ARB), in the treatment of patients developing heart
failure in the early stages after acute MI.

Acute myocardial infarction and the

Renin-Angiotensin-Aldosterone System

The renin-angiotensin-aldosterone system (RAAS) is a pre-
requisite for the survival of human beings. Despite this fact,
when it comes to RAAS, we, cardiologists always think about the
chain of events working against the heart. The reason for that is
the fact that RAAS plays an active role in the physiopathology of
many diseases in our field of interest. Angiotensin I, a product
of RAAS, has a series of toxic effects on the cardiovascular
system, such as vasoconstriction, activation of the sympathetic
nervous system and vasopressin, increasing endothelin release,
and facilitating platelet aggregation. Furthermore, angiotensin |l
also has some properties that negatively affect the occurrence
and development of heart disease, including facilitation of
thrombosis by increasing levels of tissue plasminogen activator,
mediation of ventricular remodeling through myocardial hyper-
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trophy and collagen accumulation, and increasing aldosterone
synthesis (1, 2). Regarding MI, there are many studies that sup-
port the fact that angiotensin Il plays a role in all processes,
from the formation and development, to weakening and rupture
of atheromatous plaques, and finally to the thrombotic occlusion
of the coronary artery (3). Based on an understanding of the
importance of RAAS in the course of coronary artery disease,
studies investigating the potential benefits of the RAAS blockade
have been conducted. Large-scale randomized clinical trials
such as the Heart OQutcomes Prevention Evaluation (HOPE) (4)
and the European Trial on Reduction of Cardiac Events with
Perindopril in Stable Coronary Artery Disease (EUROPA) (5)
assessed the effects of therapy with angiotensin-converting
enzyme (ACE) inhibitors in patients with stable coronary artery
disease and demonstrated that the risk of Ml could be reduced,
and that the prognosis could be improved with this medication.
The positive effect of ACE inhibitors on the prognosis of patients
with heart failure (6, 7) has led to a belief that they can also be
effective in treating early left ventricular dysfunction after MI.
This belief is further strengthened by understanding the active
role of RAAS in the remodeling of the left ventricle (8), which has
an important role in the development of heart failure after MI.
Studies investigating the effects of captopril [Survival and
Ventricular Enlargement (SAVE)], ramipril [Acute Infarction
Ramipril Efficacy (AIRE)], and trandolapril [Trandolapril Cardiac
Evaluation (TRACE)] in patients developing heart failure after
acute MI, revealed a significant decrease in the number of car-
diovascular events, including total mortality (9-11). Eventually,
ACE inhibitors were included in the recent treatment guidelines
with a class 1 indication in this patient group.

ARBs Following Acute Ml

Despite the success achieved with ACE inhibitors, research-
ers observed that administration of the maximum dose of ACE
inhibitors failed to completely prevent angiotensin Il generation
(12). Researchers also noticed development of a cough as a side
effectin a considerable amount of patients. These two observa-
tions led to new research that investigated the pharmacologic
strategies for RAAS blockade (13). Consequently, in the mid-
1990s, the first ARB molecule, losartan, was introduced to the
medical community (14).

As is known, ARBs, whether generated by ACE or non-ACE
pathways, act by blocking the angiotensin 1 receptor, which medi-
ates the adverse effects of angiotensin Il. Thus, they also block
the effects of angiotensin Il that escapes from the ACE inhibitor
blockade. Moreover, unlike ACE inhibitors, ARBs do not prevent
bradykinin degradation. Although these characteristics were ini-
tially considered to be superior to ACE inhibitors by some experts,
others demonstrated the positive effects of bradykinin on the
cardiovascular system (15), suggesting that ARBs may not achieve
the same level of success as that achieved by ACE inhibitors.

The Losartan Intervention For Endpoint Reduction in
Hypertension (LIFE) trial, which was the first study to assess the
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effects of losartan, created a highly important perception that
ARBs provide a benefit beyond reducing blood pressure by sur-
passing atenolol in hypertensive patients with left ventricular
hypertrophy (16). Consequently, large clinical studies were
designed to test this new molecule for the treatment of various
diseases. Among these studies, is a randomized clinical trial
known as Optimal Trial in Myocardial Infarction with Angiotensin
Il Antagonist Losartan (OPTIMAAL). In this study, half of the
5,500 patients who developed heart failure after acute Ml were
randomized to receive 50 mg captopril three times daily, which
was previously proven to be effective; the other half was ran-
domized to receive 50 mg losartan daily (17). The rate of all-
cause mortality, which was the primary endpoint, was found to
be similar between the two groups after an average follow-up
period of 2.7 years (losartan: 18%, captopril: 16%, p=0.07).
However, because the p-value supported a trend in favor of
captopril, while the hypothesis of the study was based on the
superiority of losartan, this study could not establish the non-
inferiority of losartan, an ARB to ACE inhibitor. Although the
failure of losartan was explained by the maintenance of systolic
blood pressure approximately 5 mm Hg lower in the captopril
group during the study, and by the preference of administering
losartan at a relatively low dose of 50 mg, the OPTIMAAL study
was considered as a negative ARB study that could not prove its
primary hypothesis concerning the efficacy of ARB.

After the identification of losartan, many other molecules
were added to the family of ARBs. Among the family of ARBs,
much attention has been paid to valsartan, an ARB molecule
with the greatest number of studies published in the cardiovas-
cular field.

Valsartan after acute MI: The Valsartan in Acute Myocardial

infarction (VALIANT) Study (18)

Valsartan has been studied in many randomized clinical tri-
als, since the first day of its discovery. Some of these studies
include Valsartan Antihypertensive Long-Term Use Evaluation
(VALUE) in the field of hypertension (19), MicroAlbuminuria
Reduction with Valsartan (MARVAL) in the field of proteinuria
(20), and Valsartan Heart Failure Trial (Val-HeFT) in the field of
heart failure (21). Following the clinical success achieved in
these studies, valsartan was considered for the use of left ven-
tricular failure after MI, in which other ARBs have performed
poorly. Although the Val-HeFT study provided positive results
and indicated that valsartan could be successful in the treat-
ment of patients with early heart failure after MI, negative
results obtained in the OPTIMAAL study with losartan has led to
concerns of a new failure. Consequently, the VALIANT study
was conducted taking such concern into consideration. In this
study, which included 931 centers from 24 countries, the admin-
istration of 160 mg valsartan b.i.d was compared to the adminis-
tration of 50 mg captopril t.i.d. Moreover, in addition to the ARB
versus ACE inhibitor concept, ARB + ACE inhibitor combination
versus monotherapy with either ARB or ACE inhibitor was also
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Figure 1. Kaplan-Meier statistical analysis of all-cause mortality rate (Panel A), the rate of cardiovascular death and hospitalization rates due to
reinfarction or heart failure (Panel B) according to treatment groups is shown. For all-cause mortality rate, the comparison of valsartan with
captopril, p=0.98; comparison of the valsartan + captopril group with the captopril group, p=0.73; for death due to cardiovascular reasons and
reinfarction or heart failure, comparison of the valsartan group with the captopril group, p=0.20 and comparison of the valsartan + captopril group

with the captopril group, p=0.37

[This figure was used after getting the necessary permission from the publisher of the article titled “Valsartan, Captopril, or Both in Myocardial Infarction Complicated by Heart Failure, Left
Ventricular Dysfunction, or Both,” published in New England Journal of Medicine (N Engl J Med)]

tested in the VALIANT study. The main hypothesis of VALIANT
was that valsartan was non-inferior to captopril. The primary
endpoint of the study was all-cause mortality, and the second-
ary endpoint was the combination of cardiovascular death and
hospitalization due to nonfatal Ml and heart failure. All 14,703
patients included in the study had clinically or radiologically
confirmed heart failure in the early period after acute MI. There
was no statistically significant difference between the valsartan
and captopril groups in terms of variables that could have an
effect on study outcomes such as age, gender, medications,
comorbid diseases, and degree of heart failure. During the mean
follow-up period of over 2 years (median follow-up, 24.7 months),
the blood pressure values were similar in the valsartan and
captopril groups.

When the data were analyzed with regard to the primary
endpoint, it was found that captopril and valsartan showed the
same success in the prevention of all-cause mortality (19.5%
versus 19.9%; p=0.98) (Fig. 1). Since the efficacy of ACE inhibi-
tors for heart failure after MI had been previously demonstrat-
ed, it was not possible to compare valsartan with a placebo in
the VALIANT study. This was due to the ethical necessity of
comparing a novel treatment strategy (ARB) with the best treat-
ment available (ACE inhibitors). Nevertheless, to explore the
comparison of valsartan to a placebo, the researchers devel-
oped a statistical model that compared the SAVE, TRACE, and

AIRE studies, which had been previously conducted to com-
pare an ACE inhibitor with a placebo, to the VALIANT study. This
analysis included in the original VALIANT article, concluded
that mortality would have been decreased at a rate of 25% if
valsartan had been compared to a placebo. This is a highly
significant decrease in mortality. On the other hand, as seen in
Figure 1, no significant difference was detected between the
two groups in terms of secondary endpoint variables. In an
analysis that examined only the coronary endpoints of the
VALIANT study, which was published later, the rates of fatal and
nonfatal Ml were found to be similar between the two treat-
ment groups (22). Another research question concerned a
combination group, which consisted of individuals who received
a combination of an ACE inhibitor and an ARB. Individuals who
expected the superiority of the combination of an ACE inhibitor
with an ARB to monotherapy of either of the two agents, unfor-
tunately, were disappointed. The use of the two drugs together
did not yield better results compared to the use of a single drug;
additionally more side effects were reported in the combination
group (18).

Clinical significance of the VALIANT study

The VALIANT study was the first and only study showing that
valsartan is not inferior to ACE inhibitors in decreasing all-cause
mortality in the presence of heart failure after Ml. When the size
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of the patient population and statistical value of the results were
evaluated together, it was evident that there was no possibility
that this finding was incidental. Therefore, it can be said that the
VALIANT study established a new treatment alternative for heart
failure after acute MI.

Following this study, as in other large clinical studies, a dis-
cussion was started about whether this positive effect should be
attributed to only valsartan or whether all ARBs should share
this indication. It was concluded that the positive effect obtained
in the VALIANT study could not be evaluated as a group effect.
The first basis of this is the losartan example. Unlike the success
achieved with valsartan in the VALIANT study, the OPTIMAAL
study could not achieve successful results with losartan in com-
parison to 150 mg/day captopril. The second basis is the uncer-
tainty in dosage. As is known, the presence of a group effect is
accepted in ARBs when hypertension treatment is in question.
This is because we know the extent of decrease in blood pres-
sure that is provided by a particular dose of a particular ARB.
However, in specific situations, such as in the period after M,
the effective and reliable doses of ARBs, except valsartan, are
unknown. For instance, when we decide to initiate candesartan
in a patient after MI, considering a group effect, it is unclear
which dose should be chosen (8, 16, 32, 64 or 128 mg). This
uncertainty is also valid for other ARBs. If the VALIANT study
had not been performed, and if we had planned to initiate val-
sartan in a patient after MI, we would most probably prefer 160
mg valsartan once daily, which is similar to the dose of valsartan
administered when the drug is used as an antihypertensive,
instead of 160 mg two times daily. Presumably, we would not
achieve the expected benefit in the end, as the required dose
was not used. Therefore, it seems that the most rational method
is to choose the proven ARB at its proven dosage. Considering
these reasons, only valsartan has been mentioned in the recent
acute MI treatment guidelines of the European Society of
Cardiology when referring to ARBs as alternatives to ACE
inhibitors in case of early heart failure (23). Owing to the
VALIANT study, valsartan, with a strong class 1B indication, has
been included in the guidelines as an important part of treat-
ment for this patient group.

Conflict of Interest: Prof. Sadi Giileg is a member of Novartis’
Advisory Board.

References

1. Nicholls MG, Robertson JI, Inagami T. The renin—angiotensin system in
the twenty-first century. Blood Press 2001; 10: 327-43. [CrossRef]

2. AdamsKJ. Pathophysiologicalrole of renin-angiotensin aldosterone
system and sympathetic nervous system in heart failure. Am J
Health-Sys Pharm 2004; 61: S4-S13.

3. Sata M, Fukuda D. Crucial role of renin-angiotensin system in the
pathogenesis of atherosclerosis. J Med Invest 2010; 57: 12-25. [CrossRef]

4, Yusuf S, Sleight P Pogue J, Bosch J, Davies R, Dagenais G. Effects of an
angiotensin-converting-enzyme inhibitor, ramipril, on cardiovascular

Anadolu Kardiyol Derg 2014; 14(Suppl 2): S9-S13

events in high-risk patients. The Heart Outcomes Prevention Evaluation
study investigators. N Engl J Med 2000; 342: 145-53. [CrossRef]

Fox KM, for the EURopean trial On reduction of cardiac events with
Perindopril in stable coronary Artery disease Investigators. Efficacy
of perindopril in reduction of cardiovascular events among patients
with stable coronary artery disease: randomized, double-blind,
placebo- controlled, multicentre trial (the EUROPA study). Lancet
2003; 362: 782-8. [CrossRef]

The CONSENSUS Trial Study Group. Effects of enalapril on
mortality in severe congestive heart failure. N Engl J Med 1987;
316: 1429-35. [CrossRef]

The SOLVD Investigators. Effect of enalapril on survival in patients
with reduced left ventricular ejection fractions and congestive
heart failure. N Engl J Med 1991; 325: 293-302. [CrossRef]
Oosterga M, Voors AA, de Kam PJ, Schunkert H, Pinto YM, Kingma
JH, et al. Plasma angiotensin-converting enzyme activity and left
ventricular dilation after myocardial infarction. Circulation 1997; 95:
2607-9. [CrossRef]

Pfeffer MA, Braunwald E, Moye’ LA, Basta L, Brown EJ Jr, Cuddy
TE, et al; The SAVE Investigators. Effect of captopril on mortality
and morbidity in patients with left ventricular dysfunction after
myocardial infarction: results of the survival and ventricular
enlargement trial. N Engl J Med 1992; 327: 669-77. [CrossRef]

The Acute Infarction Ramipril Efficacy (AIRE) Study Investigators.
Effect of ramipril on mortality and morbidity of survivors of acute
myocardial infarction with clinical evidence of heart failure. Lancet
1993; 342: 821-8.

Kaber L, Torp-Pedersen C, Carlsen JE, Bagger H, Eliasen P Lyngborg
K, et al. A clinical trial of the angiotensin- converting-enzyme inhibitor
trandolapril in patients with left ventricular dysfunction after
myocardial infarction. Trandolapril Cardiac Evaluation (TRACE) study
group. N Engl J Med 1995; 333: 1670-6. [CrossRef]

Petrie MC, Padmanabhan N, McDonald JE, Hillier C, Connell JM,
McMurray JJ. Angiotensin converting enzyme (ACE) and non-ACE
dependent angiotensin Il generation in resistance arteries from
patients with heart failure and coronary heart disease. J Am Coll
Cardiol 2001; 37: 1056-61. [CrossRef]

Dicpinigaitis PV. Angiotensin-converting enzyme inhibitor-induced
cough: ACCP evidence-based clinical practice guidelines. Chest
2006; 129 (1 Suppl): 169S-73S. [CrossRef]

Bauer JH, Reams GP The angiotensin Il type 1 receptor antagonists.
A new class of antihypertensive drugs. Arch Intern Med 1995; 155:
1361-8. [CrossRef]

. Witherow FN, Helmy A, Webb DJ, Fox KA, Newby DE. Bradykinin

contributes to the vasodilator effects of chronic angiotensin-
converting enzyme inhibition in patients with heart failure.
Circulation 2001; 104: 2177-81. [CrossRef]

Dahldf B, Devereux RB, Kjeldsen SE, Julius S, Beevers G, de Faire
U, LIFE Study Group: Cardiovascular morbidity and mortality in the
Losartan Intervention For Endpoint reduction in hypertension study
(LIFE): a randomised trial against atenolol. Lancet 2002; 359: 995-
1003. [CrossRef]

Dickstein K, Kjekshus J; OPTIMAAL Steering Committee of the
OPTIMAAL Study Group. Effects of losartan and captopril on
mortality and morbidity in high-risk patients after acute myocardial
infarction: the OPTIMAAL randomised trial. Optimal Trial in
Myocardial Infarction with Angiotensin Il Antagonist Losartan.
Lancet 2002; 360: 752-60. [CrossRef]


http://dx.doi.org/10.1080/080370501753400638
http://dx.doi.org/10.2152/jmi.57.12
http://dx.doi.org/10.1056/NEJM200001203420301
http://dx.doi.org/10.1016/S0140-6736%2803%2914286-9
http://dx.doi.org/10.1056/NEJM198706043162301
http://dx.doi.org/10.1056/NEJM199108013250501
http://dx.doi.org/10.1161/01.CIR.95.12.2607
http://dx.doi.org/10.1056/NEJM199209033271001
http://dx.doi.org/10.1056/NEJM199512213332503
http://dx.doi.org/10.1016/S0735-1097%2801%2901111-1
http://dx.doi.org/10.1378/chest.129.1_suppl.169S
http://dx.doi.org/10.1001/archinte.155.13.1361
http://dx.doi.org/10.1161/hc4301.098252
http://dx.doi.org/10.1016/S0140-6736%2802%2908089-3
http://dx.doi.org/10.1016/S0140-6736%2802%2909895-1

Anadolu Kardiyol Derg 2014; 14(Suppl 2): $9-513

20.

Pfeffer MA, McMurray JJ, Velazquez EJ, Rouleau JL, Kaber L,
Maggioni AP et al. Valsartan, captopril, or both in myocardial
infarction complicated by heart failure, left ventricular dysfunction,
or both. N Engl J Med 2003; 349: 1893-906. [CrossRef]

Julius S, Kjeldsen SE, Weber M, Brunner HR, Ekman S, Hansson L, et al, for
the VALUE trial group. Outcomes in hypertensive patients at high
cardiovascularrisk treated with regimens based on valsartan or amlodipine:
the VALUE randomized trial. Lancet 2004; 363: 2022-31. [CrossRef]
MicroAlbuminuria Reduction With VALsartan (MARVAL) Study
Investigators. Microalbuminuria reduction with valsartan in
patients with type 2 diabetes mellitus: a blood pressure-
independent effect. Circulation 2002; 106: 672-8. [CrossRef]

21.

2.

2.

Giileg S.
Myocardial infarction and valsartan

513

Cohn JN, Tognoni G, for the Valsartan Heart Failure Trial Investigators:
A randomized trial of the angiotensin-receptor blocker valsartan in
chronic heart failure. N Engl J Med 2001; 345: 1667-75. [CrossRef]
McMurray J, Solomon S, Pieper K, Reed S Rouleau J, Velazquez E, et al. The
effect of valsartan, captopril, or both on atherosclerotic events after acute
myocardial infarction: an analysis of the Valsartan in Acute Myocardial
Infarction Trial (VALIANT). J Am Coll Cardiol 2006; 47: 726-33. [CrossRef]
The Task Force on the management of ST-segment elevation acute
myocardial infarction of the European Society of Cardiology, Steg PG,
James SK, Atar D, Badano LR Blomstrom-Lundgvist C, Borger MA, et al. ESC
Guidelines for the management of acute myocardial infarction in patients
presenting with ST-segment elevation. Eur Heart J 2012; 33: 2569-619.


http://dx.doi.org/10.1056/NEJMoa032292
http://dx.doi.org/10.1016/S0140-6736%2804%2916451-9
http://dx.doi.org/10.1161/01.CIR.0000024416.33113.0A
http://dx.doi.org/10.1056/NEJMoa010713
http://dx.doi.org/10.1016/j.jacc.2005.09.055



