News Briefs
Volume 1 Number 3 July 2008

Predicting survival
after heart failure
A study identified seven factors that most affect survival
in elderly HF patients: advanced age; history of dementia;
coronary artery disease; peripheral vascular disease; low
blood sodium; high blood urea; low BP. Evaluating these factors may help guide treatment (implantable defibrillators or
pacemakers for patients at low risk of death; palliative care
for high risk patients).
Huynh, B.C. et al. Archives of Internal Medicine. 166:1892-98. September 2006.

Serotonin’s possible role
in atherosclerosis

Lp-PLA2 levels predict CAD,
stroke and coronary death
The Atherosclerosis Risk in Communities (ARIC) study demonstrated that risk of ischemic stroke doubles with elevated
levels of the blood enzyme lipoprotein-associated phospholipase A2 (Lp-PLA2), independently of systolic BP, smoking,
diabetes, BMI, and C-reactive protein levels.u In other research, Lp-PLA2 predicted CAD and risk of CAD death, but
not MI or cerebrovascular accident.l
u Ballantyne, C.M. et al. American Heart Journal. 152(5):997-1003. November 2006.
l May, H.T. et al. American Heart Journal. 152(5):997-1003. November 2006.

Atherothrombotic disease
is not just a ‘Western’ problem

A new study establishing a link between a brain abnormality
and atherosclerosis demonstrates that individuals with low
serotonergic function are more likely to have thickening of
the carotid artery. Previous research shows that lack of exercise, excess weight, and high BP, blood sugar and cholesterol correspond with low levels of serotonergic function.

Preliminary findings of the international REACH (REduction
of Atherothrombosis for Continued Health) study indicate
the highest rates of atherothrombotic morbidity and mortality in Eastern Europe and the Middle East. More than
10% of Eastern Europeans and 9% of Middle Easterners had
died or suffered a stroke or heart attack, vs. 7.3% of North
Americans.

Muldoon, M.F. et al. 64th Annual Scientific Conference of the American Psychosomatic Society. March 3, 2006.

Ohman, M. World Congress of Cardiology. September 3, 2006. www.rxpgnews.com
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Heart failure
in the context
of CAD
Descriptions of heart failure (HF) exist from ancient Egypt.
Today, an estimated 1,343,248 Egyptians suffer from the
condition.t Worldwide prevalence of HF is 3-20 per 1000
population, although this exceeds 100 per 1000 with age
≥65 years.u US statistics show that 22% of men and 46%
of women will develop heart failure within 6 years of having a
heart attack. In 2003, the mortality rate for HF was 19.7 per
100,000, which represents a 20.5% rise over 10 years.s
Incidence is likely to grow in the future, because of both the
aging of the population—causing a 70% increase in Europe,
for example, by 2010—and advances in management of
acute myocardial infarction (MI) that improve survival rates.
(MI increases the risk for subsequent HF by 8-10 times).

tricular ( LV) systolic dysfunction and HF symptoms. After
an MI, there is loss of functioning myocytes, development
of myocardial fibrosis, and subsequent LV remodeling—all
leading to progressive dysfunction of the myocardium.
Another mechanism of systolic dysfunction is myocardial
hibernation, a process in which myocardial contraction is
downregulated in response to chronically reduced blood
supply. Viable but dysfunctional (hibernating) myocardium
is seen in >50% of patients with HF and CAD. Necrosis occurs eventually if blood flow is not increased.l

Assessment:
All patients with chronic HF should be evaluated for CAD risk
factors: lipids, smoking, physical activity, weight, and BP.
It is recommended that patients with HF and angina undergo angiography to assess for potential revascularization.
Patients with HF, no angina, but with CAD or at high risk
for CAD, should undergo noninvasive stress imaging and/or
angiography to assess coronary disease severity and detect
ischemia.
In patients with HF, no angina, and at low risk for CAD, noninvasive evaluation and angiography may be considered.
Patients with CAD and chronic LV systolic dysfunction
should be tested for hibernating myocardium in addition to
ischemia, which are identified with: exercise or pharmacologic stress myocardial perfusion imaging; exercise or pharmacologic stress echocardiography; MRI; positron emission
tomography scanning.
l

l

l

l
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CAD and HF: The most common cause of chronic HF is no
longer hypertension or valvular heart disease; it is coronary
artery disease (CAD). The Framingham Heart Study documents a decrease in valvular disease and LV hypertrophy,
and an increase in MI from 1950 to 1998. In 21 trials over
the past 15 years, involving more than 35,000 HF patients,
nearly 65% had CAD. CAD independently increases mortality rates in HF patients, where acute coronary events are the
major cause of sudden death in CAD patients.
Disease mechanisms: several factors contribute to left ven-

Treatment:
Antiplatelets in patients with HF and CAD. Aspirin (81325 mg/day) reduces all-cause mortality, MI, and stroke
by 25-30%.
ACE-inhibitors in patients with systolic dysfunction or preserved systolic function after MI.
Beta-blockers in patients with reduced LVEF or post-MI.
ACE-inhibitor and beta-blocker therapy should start early
(<48 hours) in post-MI patients with HF or LV dysfunction.
Nitrates in HF patients to relieve angina.
In patients with stable CAD, nitrates improve exercise tolerance and time to onset of angina. Some small studies report
a 35% reduction in acute MI mortality with nitrate therapy.
In a large Italian trial, nitrates did not decrease the rate of
re-infarction, but they decreased post-infarct angina, where
nitrate + ACE-inhibitor decreased all-cause mortality by
17%. Nitrates are well tolerated, and early use is safe in
acute MI for relief of angina or LV systolic dysfunction. All
patients with CAD, HF and anginal symptoms should be prescribed nitrates in addition to beta-blockers.
Calcium channel blockers should be considered in HF patients with angina despite the optimal use of beta-blockers
and nitrates.
In patients with HF and suitable coronary anatomy for relief
of refractory angina or acute coronary syndrome, coronary
revascularization is indicated. Revascularization with bypass
surgery or percutaneous coronary intervention should be
considered in such patients who show ischemia or myocardial viability in areas of significant obstructive coronary disease.

Treatment costs: To lessen the economic consequences of
HF, treatment must not only prolong life but also stop disease progression and decrease resource utilization, mainly in
reducing hospitalization rates. Economic analyses show that
use of vasodilators (hydralazine-isosorbide dinitrate combination and ACE-inhibitors) results in much lower costs per
year of life saved than most other medical strategies.n
t WrongDiagnoses.com. April 2007.
u Davis, R.C. et al. British Medical Journal. 320(7226):39-42. January 1, 2000.
s Centers for Disease Control. Heart Failure Fact Sheet. 2006.
l Adams, K.F. et al. Journal of Cardiac Failure. 12:e1-e119. 2006.
n Gaspoz, J.M. Schweiz Med Wochenschr. 30;129(4):131-7. January 1999.

Non-coronary
atherosclerosis predicts
coronary events
Ultrasound imaging of the carotid artery in the neck may
predict heart attack in adults free of risk factors, especially
those <65 years. Non-coronary atherosclerosis, or plaque
buildup in the neck artery, increases the likelihood of developing severe coronary atherosclerosis by 3 times.
Akosah, K.O. et al. American Heart Association’s 7th Scientific Forum on Quality of Care and Outcomes
Research in Cardiovascular Disease and Stroke. August 2006.

Systolic vs. diastolic HF
among Egyptians

Heart failure:
increased incidence and survival

All factors predisposing for congestive heart failure (CHF)
are increasingly prevalent in Egypt. A study of the differential effect of systolic vs. diastolic HF in cases of CHF found
that systolic patients had significantly more CAD, while
those with diastolic HF were mostly hypertensive. One-third
of Egyptians with CHF suffer diastolic heart failure.

The epidemic increase between the 1970s and 1990s HF
mortality, hospitalization, and prevalence rates among persons aged ≥65 years is associated with increased incidence
and improved survival. Both are greater in men. Incidence
increased by 14%, and mortality hazards decreased 33%
among men and 24% among women.

Ibrahim, B.S. European Journal of Heart Failure. 5(1):41-5. January 2003.

Assessment of Diastolic (Dys)function

Barker, W.H. et al. Circulation. 113:799-805. 2006.

Isosorbide-5-mononitrate
is effective in patients with CHF
Patients who were unresponsive to isosorbide dinitrate and
showed CHD progression were given MonoMak (20mg
twice daily).
Therapy with MonoMak reduced anginal episodes (from 3.9
to 1.2/day) and duration of ST-segment depression (from
554 to245 minutes/day). Patients showed improvement in
cardiac contractility and physical fitness.
MonoMak permitted a 1.8-fold decrease in nitrate dose and
showed good interaction with other drugs.

should be pursued with both echocardiography and angiography or some other test for ischemia.
Goetze, J.P. European Heart Journal. 26(24): 2603-04. December 2005.

IS-5-MN therapy
enhances GC activity
A Russian study showed that 12 weeks of daily isosorbide5-mononitrate monotherapy improved morphofunctional
cardiac parameters, with reduction of left ventricular volume,
an 8.3% increase in ejection fraction, and a 117% increase
in exercise tolerance. In patients with normalization of guanylate cyclase (GC) activity, response was greater than in
those demonstrating inhibition of GC activity.
Ol’binskaia L.I. et al. Ter Arkh. 71(9):77-9. 1999.

Case study

Case study

Kliachkin, L.M. et al. Klinicheskaia Meditsina (Moskva). 79(5):51-3. 2001.
These recordings are obtained from a normal individual and patients with diastolic dysfunction. A) normal individual
- 70 years old (6.581.360); B) abnormal relaxation in a 55-year-old man with LVH (on hemodialysis- 1.677.171);
C) a 44-year old man with LV hypertrophy (8.090.101) and D) a 41-year-old man with end-stage heart failure
(5.534.419)

Anemia and changes
in Hgb affect prognosis
Analysis of Heart Failure Trial data indicated that patients
with decreases in hemoglobin (Hgb) over 12 months had
increased risk of morbidity and death. Anemia at baseline
and changes in Hgb were independently associated with serum albumin, BP, glomerular filtration rate, B-type natriuretic peptide, and C-reactive protein. This suggests multiple
causes of anemia in HF patients.
Anand, I.S. et al. Circulation. 112:1121-27. 2005.

One-year mortality after myocardial infarction
according to haematocrit and creatinine clearance

Natriuretic peptides:
markers for both HF and CAD?
Elevated plasma concentrations of atrial natriuretic peptide
(ANP) and B-type natriuretic peptide (BNP) reflect left ventricular systolic dysfunction and accordingly are markers
for HF. But the low specificity in HF diagnosis suggests that
other pathophysiological stimuli can also trigger increased
natriuretic peptides (NP) secretion.
Some data suggest that myocardial hypoxia can stimulate
BNP gene expression. Another mechanism may relate to
vascular inflammation, and NPs may therefore be markers of
diffuse coronary arteriosclerosis.
Whether increased BNP secretion reflects myocardial hypoxia, vascular inflammation, or both, there is evidence that
such increase is associated with the number of affected coronary arteries. It is often extremely difficult, however, to differentiate between increased NP concentrations elicited by
CAD (cause) or heart failure (consequence). Elevated levels

CAD the most common
cause of SCA
A Dutch study evaluated 492 patients (aged 62±10) having suffered sudden circulatory arrest (SCA). SCA was the
first manifestation of heart disease in 52% (men) and 59%
(women). Heart failure was present in only 26% of cases,
and the majority of these were in a poor functional class and
Left Ventricular Ejection Fraction (LVEF). Of the total SCA
patients, the majority had a history of CAD (77%) or MI
(72%). Among those with a LVEF >50%, CAD was the most
frequent cause of SCA.
Gorgels, A.P.M. et al. European Heart Journal. 24(13):1204-09, 2003.

Benefits of mononitrates
A Russian study found that (Mononitrate daily intake) has
a positive effect on the clinical manifestations of painful and
painless forms of CHD, resulting in fewer anginal attacks and
improved hemodynamic parameters (LV systolic and diastolic functions). Mononitrate therapy also alleviated functional
class II-IV heart failure.
Gurevich, M.A. et al. Klinicheskaia Meditsina (Moskva). 78(4):44-8. 2000.
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CAD and HF: The most common cause of chronic HF is no
longer hypertension or valvular heart disease; it is coronary
artery disease (CAD). The Framingham Heart Study documents a decrease in valvular disease and LV hypertrophy,
and an increase in MI from 1950 to 1998. In 21 trials over
the past 15 years, involving more than 35,000 HF patients,
nearly 65% had CAD. CAD independently increases mortality rates in HF patients, where acute coronary events are the
major cause of sudden death in CAD patients.
Disease mechanisms: several factors contribute to left ven-

