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ISCHAEMIC HEART DISEASE

OV-pump CABG is quicker and safer? In nine experienced
US hospitals, 680 oV-pump coronary artery bypass graft (CABG)
procedures were compared to 1733 standard procedures. After
adjusting for patient characteristics and risk factors, including
severity of coronary artery disease, left ventricular function, func-
tional status, diabetes, renal function, peripheral vascular disease,
age, and priority of surgery (elective, urgent, emergent), oV-pump
surgery was found to be associated with a highly significant
reduction in complications (multivariable odds ratio (OR) 0.52,
95% confidence interval (CI) 0.38 to 0.70; p = 0.0001) and
operative death (OR 0.56, 95% CI 0.32 to 0.93; p = 0.033). OV-
pump surgery was also associated with significant reductions in
operating theatre time and length of hospitalisation. The study
was not powered to detect diVerences in individual complications.

1 Plomondon ME, Cleveland JC, Ludwig ST, Grunwald GK, Kiefe CI,
Grover FL, Shroyer AL. Off-pump coronary artery bypass is associated
with improved risk-adjusted outcomes. Ann Thorac Surg 2001;72:114–9.

Evidence supporting an invasive approach to treatment of
acute coronary syndromes: In 2220 patients with unstable
angina or non-ST elevation myocardial infarction an invasive strat-
egy (routine catheterisation within 4–48 hours and revascularisation
as appropriate) was compared to a more conservative strategy
(catheterisation performed only if the patient had objective evidence
of recurrent ischaemia or an abnormal stress test). All patients were
treated with aspirin, heparin, and the glycoprotein IIb/IIIa inhibitor
tirofiban. The primary end point was a composite of death,
non-fatal myocardial infarction, and rehospitalisation for an acute
coronary syndrome at six months. At six months, the rate of the
primary end point was 15.9% with the early invasive strategy versus
19.4% with the conservative strategy (OR 0.78; p = 0.025). The
rate of death or non-fatal myocardial infarction at six months was
similarly reduced (7.3% v 9.5%, OR 0.74; p < 0.05). This was
despite the conservative arm having a 36% in-hospital revasculari-
sation rate versus 60% for the invasive arm. The benefits were only
seen in patients with troponin T > 0.1 ng/ml.

2 Cannon CP, Weintraub WS, Demopoulos LA, Vicari R, Frey MJ, Lakkis N,
Neumann F-J, Robertson DH, DeLucca PT, DiBattiste PM, Gibson CM,
Braunwald E, for the TACTICS–Thrombolysis in Myocardial Infarction 18
Investigators. Comparison of early invasive and conservative strategies
in patients with unstable coronary syndromes treated with the glycopro-
tein IIb/IIIa inhibitor tirofiban. N Engl J Med 2001;344:1879–87.

Is abciximab better than tirofiban? Seven large, randomised,
placebo controlled trials involving a total of 16 770 patients who
underwent percutaneous interventions have established that the
overall reduction in the risk of death or non-fatal myocardial
infarction (MI) 30 days after use of platelet glycoprotein IIb/IIIa
receptor blockers is 38%. The TARGET trial compared
abciximab to tirofiban and unexpectedly showed that the primary
end point of death/non-fatal MI/urgent target vessel revascularisa-
tion was 7.6% with tirofiban versus 6.0% with abciximab
(p = 0.038). There has been debate about the dose of tirofiban
used, but at present, abciximab appears to be slightly in front for
use in the cath lab despite the cost diVerence. There is no head-
to-head comparison with eptifibatide available yet.

3 Topol EJ, Moliterno DJ, Herrmann HC, Powers ER, Grines CL, Cohen DJ,
Cohen EA, Bertrand M, Neumann F-J, Stone GW, DiBattiste PM,
Yakubov SJ, DeLucca PT, Demopoulos L, for the TARGET Investigators.
Comparison of two platelet glycoprotein IIb/IIIa inhibitors, tirofiban and
abciximab, for the prevention of ischemic events with percutaneous cor-
onary revascularization. N Engl J Med 2001;344:1888–94.

In primary angioplasty with stenting, use abciximab as
well: Primary angioplasty has an increasing body of evidence to
support it as the optimal strategy in many cases of acute MI.
Stenting reduces restenosis rates with angioplasty, while abcixi-
mab reduces acute complications. The ADMIRAL investigators
showed that at six months, the use of abciximab before
angiography in primary angioplasty with stenting for acute MI
reduced the composite end point of death/MI/urgent target vessel
revascularisation from 15.9% to 7.4% (p = 0.02). The improve-
ment was related to more patients getting normal (TIMI III) flow
in the infarct related artery.

4 Montalescot G, Barragan P, Wittenberg O, Ecollan P, Elhadad S, Villain P,
Boulenc J-M, Morice M-C, Maillard L, Pansieri M, Choussat R, Pinton P,
for the ADMIRAL Investigators. Platelet glycoprotein IIb/IIIa inhibition with
coronary stenting for acute myocardial infarction. N Engl J Med
2001;344:1895–903.

rtPA (reteplase) plus abciximab in acute MI confers no
benefit over rtPA alone: A total of 16 588 patients in the first six
hours of evolving ST segment elevation MI were randomly
assigned standard dose reteplase (n = 8260) or half dose reteplase
and full dose abciximab (n = 8328). There was no diVerence in
death rates at 30 days, as the small reduction in death/MI rates
with dual treatment was balanced by increased bleeding related
complications.

5 The GUSTO V Investigators. Reperfusion therapy for acute myocardial
infarction with fibrinolytic therapy or combination reduced fibrinolytic
therapy and platelet glycoprotein IIb/IIIa inhibition: the GUSTO V
randomised trial. Lancet 2001;357:1905–14.

Abciximab without intervention in acute coronary syn-
dromes does not work? A multicentre trial to study the eVect of
the glycoprotein IIb/IIIa blocker abciximab on patients
(n = 7800) with acute coronary syndromes who were not under-
going early revascularisation showed no benefit from treatment
with abciximab (30 day death/MI rate 8.1% on placebo, 8.2% on
abciximab for 24 hours, and 9.1% if treated for 48 hours, p = ns).
Revascularisation was performed in 30% of cases, but in only 2%
while on study medication (< 48 hours). No subgroup analysed
(including troponin T positive patients) benefited. Does this indi-
cate that abciximab without intervention is not beneficial as first
line medical treatment in patients admitted with acute coronary
syndrome? There is no explanation for why these results are at
odds with the trials of eptifibatide (PURSUIT), tirofiban
(PRISM, PRISM-PLUS) or lamifiban (PARAGON-B) in acute
coronary syndrome.

6 The GUSTO IV-ACS Investigators. Effect of glycoprotein IIb/IIIa receptor
blocker abciximab on outcome in patients with acute coronary
syndromes without early coronary revascularisation: the GUSTO IV-ACS
randomised trial. Lancet 2001;357:1915–24.

Statins reduce C-reactive protein concentrations after 12
weeks: Pravastatin has anti-inflammatory eVects as evidenced by
a fall in C-reactive protein (CRP) in patients with hyperlipidaemia
and coronary disease. Primary prevention patients (n > 1000)
received pravastatin 40 mg once daily for 24 weeks and there was
a median fall in CRP by 16.9% (p < 0.001). These changes were
first observed at 12 weeks. Similar reductions were achieved in
secondary prevention. Fall in CRP was independent of low
density lipoprotein cholesterol and it was concluded that statins
may have anti-inflammatory eVects.

7 Albert MA, Danielson E, Rifai N, Ridker PM, for the PRINCE Investigators.
Effect of statin therapy on C-reactive protein. The pravastatin
inflammation/CRP evaluation (PRINCE): a randomized trial and a cohort
study. JAMA 2001;286:64–70.

How to choose patients for statin treatment: The concentra-
tion of CRP was measured at baseline and after one year in 5742
participants in the AF/TexCAPS primary prevention study of lov-
astatin treatment in patients with normal cholesterol. Lovastatin
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reduced the CRP concentration by 14.8% (p < 0.001),
independently of the lipid lowering eVect. Lovastatin reduced
major cardiovascular events in those with high total cholesterol:
high density lipoprotein (HDL) cholesterol ratios, but also in
those with raised CRP. In contrast, lovastatin was ineVective
among participants with a total cholesterol: HDL cholesterol ratio
and a CRP concentration that were both low. So statins may help
even if the lipids are classed as normal if the CRP is raised.

8 Ridker PM, Rifai N, Clearfield M, Downs JR, Weis SE, Miles JS, Gotto
AM, Jr, for the Air Force/Texas Coronary Atherosclerosis Prevention
Study Investigators. Measurement of C-reactive protein for the targeting
of statin therapy in the primary prevention of acute coronary events. N
Engl J Med 2001;344:1959–65.

How to choose your physician? Does the average annual
volume of acute MI cases treated by admitting physicians aVect
mortality? In a retrospective cohort of 98 194 patients by 5374
physicians, there was a strong inverse relation between number of
acute MI patients treated by the physician and mortality at both
30 days and one year. At one year, mortality was 19.6% if the
physician treated > 24 MIs/year v 24.2% if he treated < 5/year.

9 Tu J, Austin P, Chan B. Relationship between annual volume of patients
treated by admitting physician and mortality after acute myocardial
infarction. JAMA 2001;285:3116–22.

The cure for in-stent restenosis: not antibiotics: The
chlamydia story rolls on. Large scale trials on the use of antibiotic
treatment to reduce coronary event rates have been inconclusive.
This study of 1010 patients looked for a reduction in in-stent res-
tenosis (31% v 29%, p = 0.43) or death/MI rates at one year (7%
v 6%, p = 0.45) with azithromycin versus placebo. None were
seen, although a subanalysis suggested treating those with high
chlamydia titres might be of benefit. More studies are needed.

10 Neumann F-J, Kastrati A, Miethke T, Pogatsa-Murray G, Mehilli J, Valina
C, Jogethaei N, da Costa CP, Wagner H, Schömig A. Treatment of
Chlamydia pneumoniae infection with roxithromycin and effect on
neointima proliferation after coronary stent placement (ISAR-3): a
randomised, double-blind, placebo-controlled trial. Lancet 2001;357:
2085–9

HYPERTENSION

Blood pressure readings down the phone line: Hypertension
control is often tricky, with frequent clinic visits needed to moni-
tor progress. With telephonic transmission of blood pressure data
to the physician and the patient, more rapid alterations in
medication were made in the active management group (blood
pressure drop of 5 mm Hg systolic and 2.9 mm Hg diastolic) ver-
sus the standard care group.

1 Rogers MAM, Small D, Buchan DA, Butch CA, Stewart CM, Krenzer BE,
Husovsky HL. Home monitoring service improves mean arterial pressure
in patients with essential hypertension: a randomized, controlled trial.
Ann Intern Med 2001;134:1024–32.

GENERAL CARDIOLOGY

If you survive the arterial switch operation as a neonate,
you will get to age 10: The arterial switch operation is judged the
best palliative operation for neonates with transposed great arter-
ies. This paper reports a large series (432 neonates) of unselected
cases undergoing this technically demanding operation and
formulates a realistic prognosis. Survival probability and freedom
from reoperation was 94% and 78% at 10 years, respectively.
Obstruction of the translocated coronary arteries was responsible
for most deaths and a substantial number of reoperations.

1 Prêtre R, Tamisier D, Bonhoeffer P, Mauriat P, Pouard P, Sidi D, Vouhé P.
Results of the arterial switch operation in neonates with transposed great
arteries. Lancet 2001;357:1826–30.

A gene for Wolf-Parkinson-White syndrome: Wolf-
Parkinson-White (WPW) syndrome aVects 1 in 1500 people.
There is an aVected first degree relative in 3.5%, and an
autosomal dominant inheritance in familial forms. The gene

defect in such cases has now been mapped in two families to
chromosome 7, coding for an AMP activated protein kinase. Two
separate mutations were found, and perhaps sporadic WPW may
also be caused by defects in this enzyme.

2 Gollob MH, Green MS, Tang AS-L, Gollob T, Karibe A, Hassan A-S,
Ahmad F, Lozado R, Shah G, Fananapazir L, Bachinski LL, Tapscott T,
Gonzales O, Begley D, Mohiddin S, Roberts R. Identification of a gene
responsible for familial Wolff-Parkinson-White syndrome. N Engl J Med
2001;344:1823–31.

We need to do more: A survey of GP practices showed that 25%
of male patients with known coronary heart disease (CHD) still
smoked, and 50% had a cholesterol concentration > 5 mmol/l.
However, only 18% were on statin treatment, and perhaps even
more disturbingly, only 50% were taking aspirin. Of course, we
need to look for patients with CHD more aggressively (with chest
pain clinics, etc), but we also need to treat the ones we have spot-
ted more eVectively.

3 Brady AJB, Oliver MA, Pittard JB. Secondary prevention in 24 431
patients with coronary heart disease: survey in primary care. BMJ 2001;
322:1463.

Faster ambulances save lives: The ambulances in Scotland aim
to be at a cardiac arrest in < 14 minutes in 905 of cases. Survival
to discharge is 6%, and is closely related to response time. If the
90th centile of response time was reduced to five minutes, survival
might improve to 10–11%. The alternative is to train the public in
the use of automated defibrillators . . .and then provide easy access
to these machines.

4 Pell JP, Sirel JM, Marsden AK, Ford I, Cobbe SM. Effect of reducing
ambulance response times on deaths from out of hospital cardiac arrest:
cohort study. BMJ 2001;322:1385–8.

Fruit and vegetables are good for you: In the search for recent
literature to back up the healthy lifestyle advice that needs to be
given to CHD patients, this paper confirms the obvious: that the
more fruit and vegetables you eat, the lower your risk of CHD.
Those in the highest quintile of intake had a 20% lower risk of
CHD than those who ate least. Fruit containing vitamin C
appeared to be most beneficial.

5 Joshipura KJ, Hu FB, Manson JE, Stampfer MJ, Rimm EB, Speizer FE,
Colditz G, Ascherio A, Rosner B, Spiegelman D, Willett WC. The effect
of fruit and vegetable intake on risk for coronary heart disease. Ann
Intern Med 2001;134:1106–14.

No test can say you are risk-free: If the pre-test likelihood of
coronary disease is < 25%, then even stress echocardiography is
not good at predicting events. In a study of 571 men and 1047
women followed for three years, there were 19 cardiac events (six
cardiac deaths and 13 non-fatal myocardial infarctions); an addi-
tional 37 patients underwent coronary revascularisation. In a
multivariate analysis of clinical, exercise electrocardiographic, and
echocardiographic parameters, exercise wall motion score index
(hazard ratio (HR) 2.1 per 0.5 units, 95% CI 1.3 to 3.4), and age
(HR 2.0 per decade, 95% CI 1.2 to 2.8) were independently
associated with the risk of cardiac events. Although abnormalities
on stress echo contributed to a model of the risk of adverse events,
only 50% of patients with cardiac events were identified in this
way. The risk is so low that it makes no economic (or clinical)
sense to perform stress echos in this group.

6 Elhendy A, Shub C, McCully RB, Mahoney DW, Burger KN, Pellikka PA.
Exercise echocardiography for the prognostic stratification of patients
with low pretest probability of coronary artery disease. Am J Med 2001;
111:18–23.

BASIC RESEARCH

Nicotine, not just the tar, accelerates atherosclerosis: With
a combination of in vitro and murine in vivo experiments these
investigators showed that nicotine induces angiogenesis and
accelerates the progression of tumours and atherosclerosis at
pathophysiologically relevant concentrations. These findings are
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relevant for the therapeutic use of nicotine in tobacco cessation
and potential neurological indications—for example, Alzheimer’s
disease and chronic pain relief.

1 Heeschen C, Jang JJ, Weis M, Pathak A, Kaji S, Hu RS, Tsao PS, John-
son FL, Cooke JP. Nicotine stimulates angiogenesis and promotes tumor
growth and atherosclerosis. Nature Med 2001;7:833–9.

HDL is protective, but how? The risk of atherosclerosis is
inversely proportional to the concentration of HDL cholesterol
but the mechanism by which HDL is protective is not well under-
stood. HDL down regulates adhesion molecule expression. This
report shows that HDL stimulates endothelial nitric oxide
synthase and enhances endothelium and nitric oxide dependent
aortic relaxation. This mechanism may also be important to the
atheroprotective properties of HDL.

2 Yuhanna IS, Zhu Y, Cox BE, Hahner LD, Osborne-Lawrence S, Lu P,
Marcel YL, Anderson RGW, Mendelsohn ME, Hobbs HH, Shaul PW.
High-density lipoprotein binding to scavenger receptor-BI activates
endothelial nitric oxide synthase. Nature Med 2001;7:853–7.

Journals scanned—American Journal of Medicine; American Journal of Physiol-
ogy: Heart and Circulatory Physiology; Annals of Emergency Medicine; Annals
of Thoracic Surgery; Archives of Internal Medicine; BMJ; Chest; European
Journal of Cardiothoracic Surgery; Lancet; JAMA; Journal of Clinical Investiga-
tion; Journal of Diabetes and its Complications; Journal of Immunology; Jour-
nal of Thoracic and Cardiovascular Surgery; Nature Medicine; New England
Journal of Medicine; Pharmacoeconomics; Thorax.

Reviewers—C Baker, E Barnes, V Bhatia, R Desilva, M Earley, K Fox, D Gorog,
G Jenkins, R Kaprilian, A Kapur, M Khan, P Lambiese, V Markides, M Poullis,
P Ramrakha, J Strange, B Wasan, H Walker.

IMAGES IN CARDIOLOGY

Isolated halo sign in the middle of the left atrium

A 67 year old woman was successfully operated
on for rheumatoid mitral stenosis, and a St Jude
prosthetic mitral valve was replaced. Severe
mitral stenosis, mild mitral regurgitation, and
moderate tricuspid regurgitation was observed
on transthoracic echocardiography before the
operation. Transthoracic echocardiography on
the fourth postoperative day revealed a colour
flow convergence and Doppler flow; at first these
findings were considered suspicious for pros-
thetic paravalvar regurgitation. Transoesopha-
geal echocardiography was subsequently under-
taken. At a scanning plane 115–125°, a strange
halo sign was found in the middle of the left
atrium on the proximal view. Colour Doppler
imaging showed a isolated coloured halo image,

and there was no connection between this image
and left atrial wall or prosthetic mitral valve
(below left; LA, left atrium). This coloured halo
image disappeared at diastole and then reap-
peared at systole. Decremental rotation of the
probe angle revealed a large interatrial aneurysm
type II (below right, RA, right atrium; IAS,
interatrial septum; TR, tricuspid regurgitation)
and moderate tricuspid regurgitation, which was
eccentrically positioned towards the aneurys-
matic pouch. None of the paravalvar prosthetic
mitral regurgitation was detected.
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