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Ischaemic heart disease
‘‘High take off’’ ST segments do not carry an adverse
prognosis c First described in 1936, this study confirms that
early repolarisation (high take-off) is more common in men, blacks
(48% v 26% with a normal ECG), and in people who take more
exercise (10.4 hours per week of activity v 6.4 hours). It is not
associated with any increase in mortality, and patients with this
pattern appear to have fewer arrhythmias. The danger lies in this
normal variant being interpreted as acute myocardial infarction in
the era of 30 minute door-to-needle thrombolysis targets.
m Klatsky AL, Oehm R, Cooper RA, Udaltsova N, Armstrong MA. The early
repolarization normal variant electrocardiogram: correlates and consequences.
Am J Med 2003;115:171–7.

Primary angioplasty is better than thrombolysis c A total
of 1572 patients with acute myocardial infarction were randomised
with angioplasty or accelerated treatment with intravenous
alteplase. Among patients who underwent randomisation at
referral hospitals, the primary end point of death/myocardial
infarction/cerebrovascular accident was reached in 8.5% of the
patients in the angioplasty group, as compared with 14.2 % of those
in the fibrinolysis group (p = 0.002). Among all patients, the better
outcome after angioplasty was driven primarily by a reduction in the
rate of reinfarction (1.6% in the angioplasty group v 6.3% in the
fibrinolysis group; p , 0.001); no significant differences were
observed in the rate of death (6.6% v 7.8%; p = 0.35) or the rate of
stroke (1.1% v 2.0%, p = 0.15). Ninety six per cent of patients were
transferred from referral hospitals to an invasive treatment centre
within two hours. Of note, a recent meta-analysis confirmed
significant mortality reduction in addition to the above benefits.
m Andersen HR, Nielsen TT, Rasmussen K, et al for the DANAMI-2 Investigators.
A comparison of coronary angioplasty with fibrinolytic therapy in acute
myocardial infarction. N Engl J Med 2003;349:733–42.

Combined low dose aspirin and ACE inhibitor treatment
is not harmful c In patients on angiotensin converting enzyme
(ACE) inhibitors for heart failure, treatment included no aspirin in
235 (group 1), a low dose (( 160 mg) in 45 (group 2), and a high
dose (> 325 mg) in 64 (group 3). During a mean follow up of 37.6
months, there were 84 (36%) deaths in group 1, 15 (33%) in group
2, and 35 (55%) in group 3. Survival was similar in groups 1 and 2,
and significantly (p = 0.009) worse in group 3 compared with
groups 1 and 2. After adjusting for potential confounding factors
(including treatment, cause of heart disease, age, smoking, and
diabetes mellitus), a time dependent multivariate Cox proportional
hazards regression analysis showed that the combination of high
dose aspirin with an ACE inhibitor was independently associated
with the risk of death (hazard ratio (HR) 1.03; p = 0.01) and that
the combination of low dose aspirin with an ACE inhibitor was not
(HR 1.02; p = 0.18).
m Guazzi M, Brambilla R, Rèina G, Tumminello G, Guazzi MD. Aspirin–
angiotensin-converting enzyme inhibitor co-administration and mortality in
patients with heart failure: a dose-related adverse effect of aspirin. Arch Intern
Med 2003;163:1574–9.

Morbidity after CABG: the risk of readmission is greater
than 10% c Of 16 325 patients, 2111 (12.9%) were readmitted
within 30 days for reasons related to coronary artery bypass graft
(CABG) surgery. The most common causes of readmission were
postsurgical infection (n = 598 (28%)) and heart failure (n = 331
(16%)). Eleven risk factors were found to be independently
associated with higher readmission rates: older age, female sex,
African American race, greater body surface area, previous

myocardial infarction within one week, and six co-morbidities.
This may be an important factor in choosing between CABG and
coronary angioplasty if both are suitable.
m Hannan EL, Racz MJ, Walford G, Ryan TJ, Isom OW. Bennett, Edward MD.
Jones, Robert H. Predictors of readmission for complications of coronary artery
bypass graft surgery. JAMA 2003;290:773–80.
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Heart failure
The CHARM offensive begins c ACE inhibitors have become
standard treatment for patients with left ventricular systolic
dysfunction. Angiotensin II receptor blockers (ARBs) may be an
alternative or a useful additive treatment. Overall, 7601 patients
(7599 with data) were randomly assigned candesartan (n = 3803,
titrated to 32 mg once daily) or matching placebo (n = 3796), and
followed up for at least two years. After an average of . 3 years
follow up, 23% patients in the candesartan and 25% in the placebo
group died (unadjusted HR 0.91, p = 0.055; covariate adjusted HR
0.90, p = 0.032), with fewer cardiovascular deaths (18% v 20%,
unadjusted HR 0.88, p = 0.012; covariate adjusted HR 0.87,
p = 0.006) and hospital admissions for chronic heart failure (20% v
24%, p , 0.0001) in the candesartan group. It did not matter if the
ejection fraction was , 40% or not, nor if they were already on ACE
inhibitors.
m Pfeffer MA, Swedberg K, Granger CB, Held P, McMurray JJV, Michelson EL,
Olofsson B, Östergren J, Yusuf S, for the CHARM Investigators and Committees.
Effects of candesartan on mortality and morbidity in patients with chronic heart
failure: the CHARM-Overall programme. Lancet 2003;362:web only publication
(http://image.thelancet.com/extras/03art7416web.pdf)
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Hypertension
High dose simvastatin reduces arterial wall thickness in
more than two thirds of the patients c After a washout
period of six weeks, all patients with familial hypercholesterolaemia
(FH) started monotherapy with simvastatin, 80 mg/day, for two
years. The primary end point was the change (in mm) of the mean
combined far wall intima/media thickness (IMT) of predefined
carotid and femoral arterial segments at two years. Mean (SD)
combined baseline IMT was 1.07 (0.23) mm. After treatment with
simvastatin for two years, this IMT decreased by a mean of
0.081 mm (95% confidence interval (CI) 20.109 to 20.053;
p , 0.001), with its largest reduction in the femoral artery
(20.283 mm; p , 0.001). An actual decrease of combined IMT
was seen in 69.8% of all patients. Furthermore, patients with FH who
were treated with both statin and antihypertensive medication
experienced a significantly greater benefit in terms of IMT reduction.
m de Sauvage Nolting PRW, de Groot E, Zwinderman AH, Buirma RJA, Trip MD,
Kastelein JJP. Regression of carotid and femoral artery intima-media thickness in
familial hypercholesterolemia: treatment with simvastatin. Arch Intern Med
2003;163:1837-41.

Eplerenone is better tolerated than amlodipine c A total
of 269 patients older than 50 years with systolic hypertension were
randomised to either eplerenone 50 mg once daily (an aldosterone
antagonist), or amlodipine 2.5 mg once daily, and titrated to a
maximum 200 mg eplerenone or 10 mg amlodipine. Patients were
followed up for 24 weeks. Quality of life questionnaires (SF-36
health survey) and a symptom distress index were administered at
randomisation and 24 weeks after starting treatment. The systolic
blood pressure response to eplerenone and amlodipine did not
differ (eplerenone 220.5 mm Hg and amlodipine 220.1 mm Hg).
There was an overall significant treatment effect on symptom distress
in favour of eplerenone (p = 0.03). Indeed, the symptom distress
index showed significant worsening distress in 36 of 71 symptoms in
the amlodipine arm and none in the eplerenone arm.
m Hollenberg NK, Williams GH, Anderson R, Akhras KS, Bittman RM, Krause SL.
Symptoms and the distress they cause: comparison of an aldosterone antagonist
and a calcium channel blocking agent in patients with systolic hypertension. Arch
Intern Med 2003;163:1543–8.
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General cardiology
N-acetyl cysteine should be given to patients with renal
impairment before angiography c Contrast nephropathy
can be defined by an increase in serum creatinine of at least
44.2 mmol/l or of 25% from baseline values 48 hours after
administration of radiocontrast media. Seven trials including 805
patients were eligible for meta-analysis. Overall incidence of
contrast nephropathy varied between 8–28%. Compared with
periprocedural hydration alone, administration of acetylcysteine
and hydration significantly reduced the relative risk of contrast
nephropathy by 56% (relative risk (RR) 0.435, p = 0.02) in patients
with chronic renal insufficiency. Meta-regression revealed no
significant relation between the relative risk of contrast
nephropathy and the volume of radiocontrast media administered
or the degree of chronic renal insufficiency before the procedure.
m Birck R, Krzossok S, Markowetz F, Schnülle P, van der Woude FJ, Braun C.
Acetylcysteine for prevention of contrast nephropathy: meta-analysis. Lancet
2003;362:598–603.

Ultrasound guidance of CVP line placement is safe and
cost neutral c Doppler ultrasound guidance to place central
venous pressure (CVP) lines would logically be safer as one can see
where the needle is going. Compared with the landmark method,
real time two dimensional ultrasound guidance for cannulating the
internal jugular vein in adults was associated with a significantly
lower failure rate both overall (RR 0.14, 95% CI 0.06 to 0.33) and
on the first attempt (RR 0.59, 95% CI 0.39 to 0.88). Doppler
guidance does not appear to give significant advantage over blind
procedures. An analysis of 18 trials suggested a cost saving of
£2000 per 1000 procedures due to reduced complications and
presumed time savings for medical staff.
m Hind D, Calvert N, McWilliams R, Davidson A, Paisley S, Beverley C, Thomas
S. Ultrasonic locating devices for central venous cannulation: meta-analysis. BMJ
2003;327:361.

Stroke risk in AF can be quantified c Previous calculations
for stroke risk in atrial fibrillation (AF) have been developed from the
trials of aspirin and warfarin treatment. Given that warfarin works,
giving patients the absolute risk of stroke may help them in deciding
on warfarin treatment. An excel sheet to allow risk calculation
is available (http://www.nhlbi.nih.gov/about/framingham/
stroke.htm). Using follow up data on a cohort of patients in the
Framingham study, of 868 eligible individuals with new onset AF,
705 were not treated with warfarin at baseline and were used in the
derivation of the risk scores. During a mean follow up of 4.0 years
free of warfarin use, stroke alone occurred in 83 participants and
stroke or death occurred in 382 participants. A risk score for stroke
was derived that included the following risk predictors: advancing
age, female sex, increasing systolic blood pressure, prior stroke or
transient ischemic attack, and diabetes. With the risk score, 14.3%

of the cohort had a predicted five year stroke rate ( 7.5% and
30.6% of the cohort had a predicted five year stroke rate ( 10%.
Actual stroke rates in these low risk groups were 1.1 and 1.5 per
100 person-years, respectively.
m Wang TJ, Massaro JM, Levy D, Vasan RS, Wolf PA, D’Agostino RB, Larson
MG, Kannel WB, Benjamin EJ. A risk score for predicting stroke or death in
individuals with new-onset atrial fibrillation in the community: the Framingham
heart study. JAMA 2003;290:1049–56.
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Basic science
Amlodipine in haemochromatosis? c Iron overload
cardiomyopathy, resulting from secondary iron overload disorders
and in primary haemochromatosis, is responsible for considerable
cardiovascular morbidity and mortality on a global scale.
Myocardial injury is the major determinant of survival in patients
with secondary iron overload, and also occurs in patients with
primary haemochromatosis. A common feature of cells susceptible
to iron overload, such as cardiac myocytes, pancreatic b cells, and
anterior pituitary cells, is the large number and activity of L type
voltage dependent Ca2+ channel (LVDCCs). To assess the role of
LVDCCs in cardiac iron uptake, these investigators studied the
impact of specific LVDCC blockers (amlodipine and verapamil) and
cardiac specific overexpression of LVDCCs on iron overload
cardiomyopathy in a mouse. Treatment with amlodipine and
verapamil at therapeutic levels inhibited the LVDCC current in
cardiomyocytes, attenuated myocardial iron accumulation and
oxidative stress, improved survival, prevented hypotension, and
preserved heart structure and function.
m Oudit GY, Sun H, Trivieri MG, Koch SE, Dawood F, Ackerley C, Yazdanpanah
M, Wilson GJ, Schwartz A, Liu PP, Backx PH. L-type Ca2+ channels provide a
major pathway for iron entry into cardiomyocytes in iron-overload cardiomyo-
pathy. Nature Med 2003;9:1187–94.
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