Osteoporosis in men: who should we treat?
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· Diagnostic criteria for osteoporosis in men based on bone mineral density (BMD) have proved controversial.

· Women have lower BMD than men, so a diagnosis based on T scores from healthy women requires a lower absolute BMD than T scores derived from healthy men.

· There is not a perfect correlation between BMD measurements from different skeletal sites, so the prevalence of osteoporosis increases with the number of sites assessed.

· FRAX risk prediction may lead to some men being advised to have treatment when they don't have osteoporosis based on BMD criteria.

· Ensrud and colleagues looked at the different diagnostic criteria and analysed data from MrOS (Multicenter Osteoporotic Fractures in Men) based on older men (mean age 73.6 years) from the United States.

· WHO criteria (femoral neck T score -2.5 or less derived from female reference data) identified 2.2% of men as having osteoporosis. This increased to 9.4% when the US National Osteoporosis Foundation (NOF) criteria were considered (T score –2.5 or below at the femoral neck, total hip, or lumbar spine, based on male reference data).

· “The proportion of men potentially eligible for treatment increased still further, to 25.3%, when identified using FRAX intervention thresholds for men without osteoporosis, set by the NOF (10 year fracture probability of 20% for major osteoporotic fracture or 3% for hip fracture).”

· Men diagnosed with osteoporosis using WHO criteria had the highest fracture rate and Ensrud and colleagues concluded that these men are most likely to benefit from treatment, “whereas the advantages of extending treatment to others are much less certain”.

· MrOS showed that 80% of men with any fracture and more than 60% of men with hip fracture were NOT osteoporotic according to WHO criteria – so a large proportion of people at risk will not get treated.

· Appropriate treatment depends on the accuracy of predicted risk (eg. FRAX), and on the effectiveness of treatment. Most evidence for protective treatment comes from studies of postmenopausal women with osteoporosis or verterbral fractures.

· There is little evidence that treatment reduces fracture risk in men with osteoporosis, or men and women identified to be at fracture risk based on FRAX.

· NICE recommends the use of FRAX or Qfracture to estimate 10 year probability of fracture for all men aged >74 and for men aged 65-75 if they have clinical risk factors.

· Men with previous hip fractures or vertebral fractures should “seriously consider starting protective treatment”.

· “Extrapolating supporting evidence from women is not ideal, but regulatory authorities allow it so dedicated trials in men now seem unlikely.” 

· Extrapolating supporting evidence from women is not ideal? That's borderline sexist, isn't it? You can't trust their evidence because they gossip so much - is that what we're saying?

· Loads of these men might not actually have osteoporosis, and the treatment might not actually do them any good, but we ought to start them on it anyway – is that what we're saying?

· Everybody's got to start having osteoporosis treatment just because this bloke Mr OS thinks his bones are going crumbly – is that what we're saying?
The trouble with dabigatran
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· Recent insights into the development and approval of dabigatran have raised serious questions about its risks.

· Dabigatran's 'fickle pharmacokinetics' can cause 'a fivefold variation of plasma concentration'.

· The US FDA (Food and Drug Administration) accelerated dabigatran's review process, which contributed to a less robust evaluation of its risks and benefits. 

· 'Despite the reservations of at least one advisory panel member about the drug’s widely variable plasma levels, the FDA approved fixed dose dabigatran without clinical monitoring.'

· The European Medicines Agency (EMA) approved fixed dose dabigatran but required physician education, monitoring of renal function, publication of therapeutic drug levels and availability of a test to evaluate anticoagulation.

· By December 2011 the adverse drug event databases in Europe, Japan and the US showed thousands of serious fatal haemorrhages in patients taking dabigatran, particularly in the elderly.

· The FDA issued a statement to say that their electronic surveillance data 'indicated that dabigatran's risks were less than warfarin's'. However, a recent meta-analysis of randomised controlled trials indicated that dabigatran's risks were greater than warfarin's. So in your face, FDA!

· US litigation uncovered internal documentation which showed that the company (Boehringer) failed to disclose that monitoring might reduce the risk of stroke or bleeding, possibly because this evidence would have conflicted with the drug's no-monitoring-required selling-point.

· The FDA approved a 75mg twice a day regimen, which has not been tested in a randomised controlled trial. 

· In summary, there are concerns about dabigatran's higher risk of bleeding; the possibility of undertreating or overtreating with fixed doses, especially in older patients and patients with changing renal function; the unknown value of monitoring dabigatran levels and dose adjustment; and the lack of a specific reversal agent. 

· 'We are not aware of any validated tool for quantifying the risk of bleeding with dabigatran', whereas the risk of bleeding with Warfarin can be quantified using the HASBLED score.

· 'Patients and doctors tolerant of unknown risk and close monitoring will have to choose which drives them more strongly, with the more conservative option being warfarin.'

· 'Patients intolerant of frequent monitoring and unknown risk will find themselves with no appealing options.'

· What about patients who are tolerant of unknown risk, and intolerant of monitoring? We've got a few of them. Stick 'em on dabigatran and see what happens? 
Lipid modification and cardiovascular risk assessment for the primary and secondary prevention of cardiovascular disease: summary of updated NICE guidance
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· Cardiovascular disease (CVD) accounts for one third of deaths in England and Wales.

· More statins are now available generically and this has changed their cost-effectiveness.

· QRISK2 cannot be used on people over 84.

· QRISK2 also cannot be used for people with

· type 1 diabetes

· eGFR less than 60 or albuminuria (or both)

· pre-existing CVD

· familial hypercholesterolaemia or other inherited lipid disorders

· CVD risk assessment tools are approximate, so use clinical judgement in their interpretation.

· Assess people's readiness to change their lifestyle, and involve them in a shared management plan.

· Advise people to eat two portions of fish a week including one of oily fish. Pregnant women should not eat more than 2 portions of oily fish a week and avoid marlin, shark and swordfish (especially if they've opted for a water birth).

· There is no evidence of benefit on CVD outcomes for foods containing plant stanols and sterols.

· Apparently, you don't have to do a fasting blood sample to check a full lipid profile. Who knew? On the other hand, it does those fatties good to miss a breakfast now and then.

· Don't use lipid cut off levels to judge the likelihood of a familial lipid disorder, you stupid bastard – check 'clinical findings' and family history before referring.

· If total cholesterol is >7.5 mmol/L and there is a family history of premature CVD, consider familial hypercholesterolaemia.

· If total cholesterol is >9 and non-HDL cholesterol is >7.5, refer even if there is no family history of premature CVD in a first degree relative.

· If triglycerides are >20 and not the result of excess alcohol or poor diabetic control, refer.

· If total cholesterol is >20 and non-HDL cholesterol is >12, you may have accidentally tested a half-pound of butter instead of a patient.

· If triglycerides are 4.5-9.9, the CVD risk may be underestimated by QRISK2.

· If you're thinking about starting statins, consider lifestyle changes, patient preference, general frailty and life expectancy. 

· Check HbA1c, renal blood, LFTs and TSH before starting statins.

· Offer atorvastatin 20mg for primary prevention of CVD to people who have a 10% or more 10 year risk of developing CVD (that's a 90% chance of not developing CVD).

· Offer atorvastatin 20mg for primary CVD prevention in type 1 diabetics who are over 40, have had diabetes for more than 10 years, have established nephropathy, or have other CVD risk factors.

· Offer atorvastatin 20mg for primary prevention in type 2 diabetics with 10% or more risk of CVD.

· For secondary prevention start atorvastatin 80mg, or a lower dose if there is a high risk of side effects (elderly patients, people with low muscle mass or CKD), or because of patient preference.

· Offer atorvastatin 20mg for primary or secondary prevention of CVD in patients with CKD and increase the dose if greater than 40% reduction of non-HDL cholesterol is not achieved and GFR is 30 or higher.

· Check lipid profiles in patients started on high intensity statins at 3 months, aiming for a 40% reduction in non-HDL cholesterol. 

· Discuss with people who are stable on low or medium intensity statin the risks and benefits of changing to a high intensity statin (fluvastatin and pravastatin are low, simvastatin is medium, and atorvastatin and rosuvastatin are high).

· Provide annual medication reviews for people on statins.

· Before starting statins, ask people if they have generalised unexplained muscle pain, and if they do, check creatine kinase (CK) levels. Don't start the statin if CK is greater than 5 times normal on two occasions (remeasured in 5-7 days).

· Check CK if people starting on a statin get muscle pains. Don't check CK in asymptomatic people on statins, you stupid bastard.

· Check LFTs before and 3 months after starting a statin – don't prescribe statins if liver transaminase levels are more than 3 times normal.

· Patients should stop statins 3 months before attempting to conceive and should not take them while breastfeeding. 

· If people have side effects on statins, either stop and restart them to see if the side effects recur, reduce the dose, or change to a lower intensity statin.

· 'Seek specialist advice about other options for treating people at high risk of CVD (such as those with chronic kidney disease, type 1 diabetes, type 2 diabetes, or genetic dyslipidaemias), and those with CVD who are intolerant to three different statins. Advice can be sought, for example, by telephone, virtual clinic, or referral.' 

· Oh really? I never would have thought of those clever ways of seeking advice all by myself. Perhaps NICE should bring out a separate how-to-seek-advice guideline.

· 'Do not offer coenzyme Q10 or vitamin D to increase adherence to or to reduce muscle related adverse events from statin treatment because there is no evidence of benefit.'

· There is also no evidence that fibrates, nicotinic acid or bile sequestrants are effective against CVD. 

· 'NICE is currently developing a patient decision aid on risk assessment and preventive treatment for cardiovascular disease (publication expected autumn 2014).' Order now for Christmas! You could even try concealing miniaturised copies inside the Christmas crackers.

· No total risk modification trial has looked at lifestyle and drug therapy simultaneously.
Preventing pertussis
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· Large outbreaks of pertussis have occurred in recent years in many developed countries, despite vaccination programmes.

· Wang and colleagues did a study of children with persistent cough and found that 20% had 'evidence of recent infection' with pertussis, based on saliva antibodies.

· The risk was higher in those who had had the pertussis pre-school booster 7 years ago or more, compared to those who had had the booster more recently.

· Donegan and colleagues looked at 20,074 pregnant women who had the diphtheria, pertussis and polio vaccine in pregnancy, and found 'no discernible increase in the risk of serious adverse events'.

· Resurgence of pertussis may be because of 'decreased duration of adaptive immunity after immunization with acellular vaccines (compared with whole cell vaccines)'.

· The largest increase in incidence is in adolescents.

· 'Immunity to pertussis, whether vaccine induced or from natural infection, is not life long.'

· 'Cocooning' involves immunising all close contacts of an infant, especially family members.

· Immunising pregnant women and cocooning are both cost effective.

· The findings of Wang and colleagues 'bolster calls for the National Health Service (NHS) to incorporate a booster dose of pertussis vaccine in early adolescence into the vaccine schedule of the UK'. 

· I'm a great believer in explaining acronyms, but I really don't think you need to explain to a medical audience that NHS is short for the National Health Service.

· If acellular pertussis were available without other components, it might encourage more frequent booster doses.

· More durable vaccines are needed, but they will cost loads of money. One of the options suggested by this article is a genetically-engineered vaccine. Eek!
Diagnosis and management of heritable thrombophilias
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· Venous thrombotic heritable factors include deficiencies of natural anticoagulants (antithrombin, protein C, protein S) and 'gain of function' genetic polymorphisms (factor V Leiden and prothrombin gene mutation).

· Factor V Leiden and prothrombin gene mutation are common in the population.

· Heritable thrombophilias are 'modest' predictors of a first venous thromboembolism (VTE) and have a 'limited role' in the prediction of recurrent events.

· Factor V Leiden is the most common heritable thrombophilia in the UK.

· The prevalence of factor V Leiden is about 3-7% in people 'of European origin', and it is thought that the heterozygous state may confer a survival advantage due to reduced bleeding.

· Factor V Leiden deficiency leads to increased thrombin generation.

· Heterozygous carriers of factor V Leiden (shall we call it FVL?) have a 3-5 fold increased risk of VTE 'throughout life'.

· But the absolute risk is low (in FVL) with only 5% of 'such people' having a VTE by 65.

· 20% of patients with a first unprovoked VTE are heterozygous carriers of FVL.

· Those homozygous for FVL have a 10 fold greater risk of VTE.

· Data from care control studies 'suggests' that people (women) who take combined oral contraceptive pills (COC pills) have a 4 fold increase in risk of DVT compared with women not taking the COC pill, whereas women on the COC pill and heterozygous for FVL have 'about' a 30 fold increased risk of DVT . 

· However, the absolute risk of VTE on COC pills in the 5% population who are FVL heterozygous is 1.5-3 per 1000 women each year, so this does not justify widespread screening.

· Prothrombin gene mutation comes second after FVL as the commonest heritable thrombophilia with a 2-4 fold increased risk of VTE.

· Antithrombin deficiency (no longer called antithrombin III deficiency, you stupid bastard) leads to increased thrombin generation. 'In clinical practice it is difficult to distinguish between the subtypes of type II antithrombin deficiency, and specialist advice should be considered.'

· The degree of increased risk of VTE with heterozygous antithrombin deficiency 'remains the subject of debate' due to the low prevalence.

· Protein C and protein S deficiencies increase thrombin generation.

· 'Estimates for risk of VTE associated with protein C deficiency vary from those that are similar to factor V Leiden to those that are closer to antithrombin deficiency.'

· 'Unlike antithrombin deficiency, homozygous protein C deficiency... is compatible with life, typically presenting with neonatal purpura fulminans or cerebral vein thrombosis.'

· Nobody knows much about the VTE risk of protein S deficiency.

· There are probably additional  but unidentified heritable or acquired risk factors in families with a family history of VTE.

· Testing for heritable thrombophilia is really tricky and expensive and should be left to the experts, so put that cheap chemistry set away, you penny-pinching bastard.

· Confirmatory genotyping for FVL is essential.

· The risk of recurrent VTE is greater if the patient is male. (Huh! Typical!)

· A family history of thrombosis does not increase the risk of recurrence.

· No RCTs have assessed the benefit of testing for heritable thrombophilias on the risk of recurrent VTE.

· British guidelines (when considering testing for heritable thrombophilias with respect to anticoagulation treatment) suggest that testing should be considered only in those with unprovoked events 'and a family history of thrombosis' who are planning to stop anticoagulation.

· There is no good evidence to support extending the duration of anticoagulation treatment on the basis of heritable thrombophilia and VTE in 'unusual sites'.

· Women with a previous VTE will be offered thromboprophylaxis for 6 weeks post partum.

· The only concern in asymptomatic relatives with thrombophilia is trying to prevent provoked episodes of VTE.

· A family history of VTE is a risk factor for VTE even when heritable thrombophilia cannot be found – so it would be reasonable to offer thromboprophylaxis in high risk situations to all first degree relatives of patients with VTE. For this reason, NICE does not recommend thrombophilia testing for first degree relatives of people with a history of DVT or pulmonary embolism and thrombophilia.

· The European Medicines Agency states that combined oral contraceptive pills (COC pills) should not be prescribed if a woman has 'a predisposition for a clotting disorder', and the suitability of the COC should be discussed with the woman if a close relative has had a VTE event before the age of 50 (and she should 'consider' an alternative form of contraception).

· Think your practice nurse is going to be able to implement this? No chance. Even assuming that women asking for the COC have got a clue whether any of their close relatives have had VTEs before the age of 50.

· Women with a history of unprovoked VTE in a first degree relative should not use HRT, although transdermal HRT could be considered as it 'seems' not to carry a clinically significant risk of VTE. 

· Pregnant women, or women planning to get pregnant, who have a first degree relative with unprovoked or oestrogen associated VTE should be tested for thrombophilia as RCOG guidelines 'suggest' antenatal thromboprophylaxis of women with antithrombin deficiency or 'homzygosity or double heterozygosity' for heritable thrombophilia.

· Testing for heritable thrombophilia is not indicated in arterial disease.
Targets for dementia diagnoses will lead to overdiagnosis
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· Mild cognitive impairment (MCI) 'often does not progress to dementia and can even improve'.

· It is implicit in the diagnostic process that the only factor influencing the decision to diagnose should be the best interests of patients.

· Doctors should not be motivated (to make a diagnosis) for personal or corporate gain, as this undermines the doctor/patient relationship..

· The UK National Screening Committee has not recommended screening for Alzheimer's disease in the UK.

· The setting of targets for diagnosis has now arisen in dementia care and the 'worst' CCGs will be 'named and shamed' on the Dementia Challenge website.

· Herefordshire CCG has written to local GPs stating that 'the CCG needs to increase prevalence [of dementia] to 40% by April 2015', otherwise there will be a significant loss of income.

· The Delphi analysis used to estimate diagnosis rates 'is an extrapolation of data that are more than 20 years old, and the latest evidence indicates that there could be at least 200 000 fewer cases than previously thought'. 

· Estimates are never quoted with confidence intervals. 'When data intended for a population of 60 million is applied to a practice of 6000, the error bars must be magnified to [such] a degree as to make the numbers meaningless.'

· Dementia is big business, and there are 'many vested interests' that stand to benefit from a rise in the number of diagnoses. That's what it says in this article, anyway. Personally, I can only think of one vested interest: the drug companies.

· Nursing homes, I suppose.

· Oh yes! Jeremy Hunt. Only a demented person would think that Jeremy Hunt is doing a good job as Health Secretary, so he probably thinks that the best way to boost his approval rating is to have as many people as possible diagnosed with dementia.
Management of cutaneous viral warts
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· No definitive treatment exists for warts. Hence, Jeremy Hunt.

· Cutaneous warts are a major economic and public health problem. So is Jeremy Hunt.

· Immunosuppression, nail biting and walking barefoot are risk factors. 

· Planar warts are 'more subtle' and are single or grouped flat topped papules, usually on the face.

· Thrombosed capillaries are a characteristic feature of viral warts but not on the face.

· Plantar warts show pin point bleeding when pared.

· Two thirds of warts resolve without treatment over two years.

· Treatment may be requested because of pain or cosmetic appearance.

· Some health authorities advise limiting treatment to symptomatic warts.

· Salicylic acid ablates infected cells and softens hyperkeratosis. It can't be used on the face.

· Before applying salicylic acid under occlusion soak the wart in warm water and pare it with a file. It should be used for at least 12 weeks.

· Over the counter products may be used to freeze warts but they are not as good as liquid nitrogen as they 'only' achieve temperatures of −57°C compared with −196°C.

· Evidence to justify cryotherapy is 'scarce'.

· Cryotherapy and salicylic acid may be combined.

· An RCT of 61 children showed a cure rate for warts of 85% for duct tape and 60% for cryotherapy. 

· Other studies failed to show that duct tape was better than corn pads or moleskin. 

· A study by moles, however, showed that moleskin was no good at all for the treatment of warts.

· Duct tape can be used for children if they cannot tolerate salicylic acid or cryotherapy, the cissies.

· Imiquimod is an agonist of Toll-like receptors, which help induce an innate immune response. It is used for genital warts, and let's face it, we've all got them.

· A Cochrane review failed to show evidence of effectiveness of imiquimod for non-genital warts compared with placebo.

· 'The authors have found imiquimod to be an effective treatment for facial warts.' What's the matter with those authors? Can't they tell the difference between their faces and their genitals?

· Bleomycin causes intense inflammation and may cause extensive necrosis if injected. Response rates vary from 16% to 94%.

· Diphencyprone is a sensitising agent – increasing concentrations are applied 'until a contact reaction is elicited' (eg. a small blue flash, a loud shriek and a smell of burning). It needs monthly attendances for a year. It has reported response rates up to 88% in recalcitrant warts.

· Curretage and cautery is less commonly used now because it requires a local anaesthetic injection, causes scarring, and has high rates of recurrence. It does provide a histological diagnosis which is useful when there is diagnostic uncertainty.

· Carbon dioxide lasers initially showed high recurrence rates and complications, although they seem to be more successful recently, since all the researchers who didn't like them got lasered to death.

· Pulsed dye lasers may have response rates around 64%. The availability of laser treatment on the NHS is limited.

· Photodynamic therapy using aminolevulinic acid has variable results in the small number of controlled trials. [It's only ever been used on one patient, who originally said he liked it but then changed his mind.]

· Immunomodulation aims to stimulate cell mediated immunity. Products containing candida, mumps virus and trichopyton skins antigens are available commercially. A single trial reported response rates of 60% in the intigen treated group compared with 24% in the interferon and placebo groups.

· Acitretin has been 'reported' as a treatment for extensive and recalcitrant viral warts. Whether that means you ought to use it or not is anybody's guess. The authors were too busy rubbing genital treatments onto their faces to write it up in any detail.
Can palliative care teams relieve some of the pressure on acute services?

BMJ 2014;348:g3693

Fliss Murtagh, clinical senior lecturer and consultant in palliative care
· Fliss Murtagh? What kind of a name is Fliss Murtagh?

· Seow and colleagues report a retrospective study from Canada which suggests that community based palliative care teams reduce the use of hospital services in the last weeks of life.

· Between 69% and 82% of people who die need palliative care, and up to 25% of health care expenditure is spent in the last year of life, mainly on inpatient care.

· Reducing ineffective or futile use of acute interventions near end of life is an important factor in changing the delivery of frontline healthcare.

· There is good evidence that palliative care teams deliver better symptom control, satisfaction with care, quality of life, and better outcomes for families.

· Seow and colleagues' study showed that community based palliative care is associated with significant reductions in patients' use of acute services in the last 2 weeks of life.

· If the associations are causal, access to palliative care teams cuts hospitalisation by a third, use of A&E by a quarter and risk of hospital death by a half compared with 'usual' care.

· There is concern that delivering end of life care at home may put more burden on family caregivers and this should be addressed in future studies.

· 'Palliative care teams may have a central role in delivering better care and outcomes while reducing acute care use in last weeks of life, and should be resourced and commissioned to do so.'
Why is talking about dying such a challenge?
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· A recent study of 2055 British families found that less than half knew about their partners' end of life wishes and only 6% had written their own preferences.

· A recent Scottish study showed that patients with cancer and other advanced illness were only being referred to palliative care in the last few weeks of life.

· Studies of advance care planning showed some patients embraced the chance to think and plan ahead, while others preferred a 'day to day' approach to living well with advanced illness.

· In cancer care, chemotherapy is commonly offered in the last few months of life and is associated with an increased risk of having a 'medicalised death in hospital'.

· It is essential to talk to patients and their families about 'shifting goals of care to focus on ensuring patients’ comfort as they are dying, but detailed discussions about the process of cardiopulmonary resuscitation (CPR) may be distressing and unwarranted'. 

· The poor outcomes of CPR in people with advanced illness and the adverse consequences of attempted CPR need to be highlighted.

· The articles gives some examples of how these issues might be introduced into conversation with patients who are reluctant to address them, eg. 'I hope you will stay well for a long time, but I am also worried about . . .'; or 'I don’t want to upset you, but it is difficult to look after you well if we don’t talk about what might happen. What would be the best way for us to talk about that?' 

· My own favourite is 'Well, I'm off to my next visit, but here's the District Nurse, who's got something nasty to discuss with you.'

· The WHO recently endorsed a resolution calling for palliative care to be fully integrated into healthcare in every setting and throughout the course of advanced illnesses. Fat chance.
Higher potency statins and the risk of new diabetes: multicentre, observational study of administrative databases
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· Remember those NICE guidelines about higher-potency statins? Well, be afraid, be very afraid...

· Healthcare databases were used to identify patients aged 40 or older who started a statin between 1997 and 2011 in 6 Canadian provinces.

· Patients who started high potency statins were compared with patients who started low potency statins.

· Patients were followed for up to 2 years until they were diagnosed with diabetes. This proves conclusively that if you follow anyone for up to 2 years, they will be diagnosed with diabetes.

· The authors used statistical methods which quite frankly are completely over my head ('as-treated, nested case-control analyses') to estimate rate ratios of diabetes for exposure to higher potency statin relative to the same duration of lower potency use.

· They identified a significant increase in the risk of new diabetes with higher potency statins (rate ratio 1.15, NNT of 342 for 2 years: 'We estimated that 342 secondary prevention patients needed to be treated with a higher potency statin instead of a lower potency statin for two years to cause one additional case of diabetes'.)

· The risk increase seemed to be highest in the first 4 months of use.

· Conclusion: 'We found modest evidence that there is a harmful association between statin potency and new diabetes in patients treated for secondary prevention of cardiovascular disease. Clinicians should consider our study results when choosing between lower potency and higher potency statins in secondary prevention patients'.

· The results should be generalisable to patients on statins for secondary prevention in other countries, unless there's something very peculiar about Canada – eg. a diet consisting almost entirely of moose fat.
