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    More complications and higher mortality for surgical patients with preoperative anaemia
Lancet2011; doi:10.1016/S0140-6736(11)61381-0
A large observational study confirms that surgical patients with preoperative anaemia do significantly worse than those with a normal packed cell volume. Any preoperative anaemia was associated with a 42% increase in the risk of death within 30 days (odds ratio 1.42, 95% CI 1.31 to 1.54) among nearly a quarter of a million adults who had surgery in 2008. Even mild preoperative anaemia was also associated with a 31% increase in the risk of serious postoperative morbidity (1.35, 1.26 to 1.36). Both associations looked independent. The authors adjusted for more than 60 other factors that might influence outcome, including large perioperative transfusions.
The authors interrogated an international database of surgical patients, administered by the American College of Surgeons, as part of a quality improvement programme. They included patients having any elective or emergency operation except those having cardiac surgery, transplant surgery, or surgery for trauma. Around a third of the participants had preoperative anaemia (69 229/227 425, 30.4%), which was mostly mild (packed cell volume between 0.29 and 0.39 for men and between 0.29 and 0.36 for women). The study was sponsored by Vifor Pharma, a company that specialises in iron replacement therapy.
The link between preoperative anaemia and a higher risk of death or complications after all kinds of surgery is now established, say the authors, and some guidelines already recommend identifying and treating anaemia preoperatively. Just how that should be done isn’t yet clear, however, and won’t be clear until researchers move on from retrospective observation to prospective clinical trials.

Antenatal diethylstilboestrol casts a long shadow
N Engl J Med2011;365:1304-14OpenUrlCrossRefPubMedWeb of Science
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Diethylstilboestrol was originally thought to prevent the complications of pregnancy, and millions of pregnant women were treated before the drug was discredited in the 1970s. Diethylstilboestrol is famously linked to rare adenocarcinomas of the vagina and cervix in young girls who were exposed in utero, but we now know that the risks extend much further and last much longer. A study of three cohorts of women confirms that exposure to diethylstilboestrol in the womb is associated with at least 11 other genital and reproductive health risks later in life, including infertility, miscarriage, ectopic pregnancy, preterm delivery, pre-eclampsia, neonatal death, breast cancer, and cervical intraepithelial neoplasia.⇑
Most of these women were born in the 1940s and 1950s and have been followed up since the early 1990s. Researchers compared the 4653 women exposed in utero with 1927 women who were not.
Adjusted hazard ratios associated with prenatal exposure to diethylstilboestrol ranged from 1.42 (95% CI 1.07 to 1.89) for pre-eclampsia, to 8.12 (3.53 to 18.65) for neonatal death. Absolute risks also look substantial, say the authors. More than half the exposed women had a preterm delivery (compared with 18% of the unexposed women). One quarter had pre-eclampsia (compared with 14% of unexposed women). Risks were even higher for exposed women with histological evidence of changes to the vaginal epithelium—a marker for more intense exposure, at an earlier stage of development.

Large trial links vitamin E supplements to prostate cancer 
JAMA2011;306:1549-56OpenUrlCrossRefPubMedWeb of Science
A significant association between vitamin E supplements and prostate cancer has emerged from an extended follow-up of a large trial.  Men who took the supplement for seven years were 17% more likely to develop cancer than controls taking an identical placebo (hazard ratio 1.17, 99% CI 1.004 to 1.36), a result that translates into 1.6 extra cases for every 1000 men taking vitamin E for one year. 
Researchers launched the trial in 2001 to test whether selenium and vitamin E supplements, alone or in combination, could help prevent prostate cancer among more than 35 000 healthy middle aged men.  The trial stopped early when cancers started accumulating faster among men taking the supplements, and further recruitment looked futile. Worried by the extra cancers, researchers tracked the men for another three years, and a significant risk emerged for men taking vitamin E alone (400 IU/day). Vitamin E and selenium, alone or together, had no impact on the incidence of other cancers, diabetes, or cardiovascular events. They did not save lives. 
Vitamin E may be natural, but it is not harmless, say the researchers.  Even a small excess risk of prostate cancer has serious public health implications in a country such as the US, where around half of all middle aged and older men take supplements containing vitamin E.  Around a quarter take the high dose tested in this trial. They might want to think again. 

With a D-dimer test, any decision rule safely excludes pulmonary embolus
Ann Intern Med2011;155:448-60OpenUrlCrossRefPubMedWeb of Science
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Clinical decision rules for excluding pulmonary embolism are designed to help doctors rule out the potentially life threatening condition without invasive and expensive imaging tests. Versions of the Wells and Geneva rules are most popular, alongside simple clinical judgment based on history, examination, and sometimes electrocardiography or chest radiography. A meta-analysis found little to choose between these options and concluded that doctors could safely use any of them to rule out a pulmonary embolus so long as they combined their chosen rule (or clinical judgment) with a negative D-dimer test.⇑ No version of the formal rules or informal judgment was reliable enough to stand alone.
The analysis included 52 hospital based studies in over 55 000 patients with a suspected pulmonary embolus. Strategies combining the Wells rule (with a cut off <4 or <2), the Geneva rule (original or simplified), or clinical judgment with a negative D-dimer test had an overall failure rate of just 0.7% (95% CI 0.5% to 1.0%). Failure rates were slightly higher for strategies using qualitative rather than quantitative D-dimer tests but remained lower than 1% for most options. The failure rate here means missed cases, or the percentage of patients who develop venous thromboembolism shortly after an “all clear” result. Any strategy with a failure rate lower than 2% is generally considered safe, say the authors.

Should regulators lift the ban on MRI for patients with implanted cardiac devices?
Ann Intern Med2011;155:415-24OpenUrlCrossRefPubMedWeb of Science
Magnetic resonance imaging (MRI) is contraindicated for anyone with a pacemaker or an implantable cardioverter defibrillator (ICD), although the risk of serious magnetic interference may have been exaggerated, say researchers. They put 438 adults with these devices through magnetic resonance imaging under carefully controlled conditions, and none came to any permanent harm. Three patients’ devices reverted to a back-up mode during imaging. One patient described a pulling sensation in the chest, and the scan was stopped. The others completed their scans without incident. The authors noted small changes in some device variables during and after imaging, none of them serious enough to require intervention. Is it safe to lift the ban?
Not entirely, says a linked editorial (pp 470-2) These patients were carefully selected, and treated according to a detailed protocol that allowed temporary reprogramming before scans. Patients were closely monitored by a nurse skilled in advanced cardiac life support, and followed up for three to six months after their scan. Experience with individual models of pacemakers and ICDs remains limited, despite the large size of this prospective study.
Magnetic resonance imaging may be possible for some patients with implantable devices, but it’s not yet risk-free, and doctors should consider safer diagnostic options first, says the editorial. If MRI is the only way forward, careful planning and controlled execution are essential, along with a commitment to record and share outcomes so we can all learn from the experience.

A new disease modifying treatment for multiple sclerosis
N Engl J Med2011;365:1293-303OpenUrlCrossRefPubMedWeb of Science
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Teriflunomide is under investigation as a new oral treatment for multiple sclerosis, and the manufacturer, Sanofi Aventis, recently reported its first phase III trial testing two different doses (7 mg and 14 mg) against a placebo in 1088 young adults with longstanding disease. Both doses helped reduce the risk of relapse when taken once daily for 108 weeks (annualised relapse rate 0.37 for both doses of teriflunomide v 0.54 for placebo, P<0.001). The higher dose also slowed progression of disability, defined as a sustained one point increase in a disability score that ran from 0 to 10, (20.2% v 27.3%, P=0.03).⇑  Repeated magnetic resonance imaging during the trial was consistent with clinical results and suggested reduced disease activity in both groups given the active treatment.
These adults had had relapsing remitting multiple sclerosis for eight to nine years on average. Typically, they had about one relapse per year before the trial and reported disability scores between 2 and 3 out of a possible 10. One quarter had already been treated with a disease modifying agent, most commonly interferon beta-1a.
Adverse events were almost universal, but diarrhoea, thinning hair, and abnormal liver function tests were the only events noticeably more common among patients treated with teriflunomide. Teriflunomide reduces the activation and proliferation of T cells and B cells, so infections remain a key concern with long term treatment, including the rare but devastating viral complication known as progressive multifocal leukoencephalopathy. Serious infections were distributed more or less evenly between the groups in this trial.

Periconceptual folic acid may protect against language delay in children
JAMA2011;306:1566-73OpenUrlCrossRefPubMedWeb of Science
Women planning a pregnancy are encouraged to take periconceptual folic acid to help prevent neural defects.  Supplements are also associated with a lower risk of language delay in young children, a cohort study has found (adjusted odds ratio 0.55, 95% CI 0.35 to 0.86).
Researchers questioned 38 954 pregnant women from Norway about their use of periconceptual supplements.  A fifth of the cohort took folic acid from four weeks before conception to at least eight weeks after conception, and a half took folic acid with other supplements during this period.  The children of both groups of women had a lower risk of severe language delay at 3 years than the children of women who had not taken folic acid. Severe language delay was rare (0.5%), and children in this category used one word sentences (or less).
The main analyses were extensively adjusted, and the authors used five different analytical approaches to test their findings.  A significant link between folic acid and a lower risk of language delay emerged unscathed, and the authors are fairly confident that it’s real. They are less confident about the biological mechanism that might be responsible.

Notes
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