Managing migraine in pregnancy
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· Many women with migraine, especially those with menstrual-related migraine, will see an improvement during pregnancy.
· Those who have migraine with aura are likely to have ‘an unpredictable course’.
· In some cases, ‘migraine may occur for the first time during pregnancy, which causes anxiety and poses a diagnostic challenge’.
· The priority when a pregnant patient presents with headache problems is to exclude ‘serious secondary causes’, such as pre-eclampsia and cerebral venous thrombosis: these require urgent assessment and are more likely to occur after 12 weeks gestation.
· Consider the characteristics of the patient’s migraine before pregnancy, and the nature of the current episode.
· Red flag signs include:
· sudden onset headache reaching maximal intensity in < 1 minute
· new onset of severe headache (or significant changes in headaches)
· worsening headaches, with fever and meningism
· headaches worsening with change in posture, coughing, straining and/or physical exertion
· focal neurological deficit, cognitive dysfunction or seizures
· recent head or neck injury
· headache with impaired consciousness/personality changes
· unusual or prolonged aura or motor weakness
· progressive, worsening headache over weeks or months
· visual field defect, visual disturbances
· Check the BP and urine.
· Do a neurological examination and fundoscopy.
· Refer if focal neurological deficit or signs of raised intracranial pressure.
· Lack of sleep can precipitate symptoms.
· Women with migraine in pregnancy may be at increased risk of pre-eclampsia, gestational hypertension, and arterial and venous thrombosis. So tell them that, and it’ll help them get to sleep.
· Avoid ibuprofen in the 3rd trimester because of risk of early closure of ductus arteriosus.
· ‘Advise non-pharmacological measures in the first instance’: drink a minimum of 2 litres of water a day, avoid skipping meals, reduce intake of caffeine (but don’t stop caffeine abruptly or you’ll get a caffeine withdrawal headache), stay off the mobile phone (that one’s unlikely to gain much traction), get good sleep, and take regular exercise.
· By this time you may notice your patient starting to look a bit vexed. She came to see you to get some tablets for her headache, not listen to a load of lifestyle advice, thank you very much. Just give her the pills, and shut your cakehole.
· Luckily, ‘Antiemetics such as prochlorperazine, cyclizine (first line), domperidone, ondansetron, and metoclopramide are safe to use in pregnancy’.
· Don’t use metoclopramide long-term because of ‘extrapyramidal side-effects’. That’s unless your patient happens to want some extra pyramids.
· I think I may have already used that joke in series 4.
· Aspirin 75mg OD can help prophylactically in pregnancy and has been used safely until 36 weeks gestation in RCTs.
· Propranolol 10-40mg t.d.s. can be used prophylactically and according to recent studies it’s safe in the first trimester .
· ‘Low dose tricyclic antidepressants such as amitriptyline 10-25 mg taken at night can be considered’.
Consumption of ultra-processed foods and cancer risk: results from NutriNet-Santé prospective cohort
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· ‘Objective: To assess the prospective associations between consumption of ultra-processed food and risk of cancer.’

· How do you define ultra-processed foods? Well, apparently there’s a food-classification system called NOVA, and ‘The ultra-processed food group is defined by opposition to the other NOVA groups’. The other groups are ‘unprocessed or minimally processed’ (eg. fresh veg, dried fruit); ‘processed culinary ingredients’ (eg. salt, vegetable oil, butter); and ‘processed foods’ (eg. canned veg and sugar coated dried fruits).

· By contrast with these groups, the ultra-processed category ‘includes mass produced packaged breads and buns; sweet or savoury packaged snacks; industrialised confectionery and desserts; sodas and sweetened drinks; meat balls, poultry and fish nuggets, and other reconstituted meat products transformed with addition of preservatives other than salt (for example, nitrites); instant noodles and soups; frozen or shelf stable ready meals; and other food products made mostly or entirely from sugar, oils and fats, and other substances not commonly used in culinary preparations such as hydrogenated oils, modified starches, and protein isolates. Industrial processes notably include hydrogenation, hydrolysis, extruding, moulding, reshaping, and pre-processing by frying. Flavouring agents, colours, emulsifiers, humectants, non-sugar sweeteners, and other cosmetic additives are often added to these products to imitate sensorial properties of unprocessed or minimally processed foods and their culinary preparations or to disguise undesirable qualities of the final product.’

· I’m not quite sure whether that description makes me feel hungry or sick.

· This research had 104 980 participants aged at least 18 years (median age 42.8 years) from the French NutriNet-Santé cohort (2009-17).

· The  NutriNet-Santé study is ‘an ongoing web based cohort launched in 2009 in France with the objective of studying the associations between nutrition and health’.

· ‘Dietary intakes were collected using repeated 24 hour dietary records, designed to register participants’ usual consumption for 3300 different food items.’

· The food items were categorised in accordance with the NOVA system.

· Associations between ultra-processed food consumption and the risk of overall, breast, prostate, and colorectal cancer were ‘assessed by multivariable Cox proportional hazard models adjusted for known risk factors’, whatever that means.

· Result? ‘A 10% increase in the proportion of ultra-processed foods in the diet was associated with a significant increase of greater than 10% in risks of overall and breast cancer.’

· The results were statistically significant after adjustment for markers or nutritional dietary quality.

· As it was an observational study, causality cannot be established.

· More studies are needed to investigate the associations in the longer term, and to understand ‘the various dimensions of processing (nutritional composition, food additives, contact materials, and neoformed contaminants)’.

· In the meantime, maybe I won’t have that packet of scampi-flavoured Nik-Naks just now.

Ultra-processed foods and cancer
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· ‘As the global consumption of highly processed foods increases, understanding the health impact of these foods has become a relevant and timely topic.’

· The study summarised above, by Thibault Fiolet and colleagues, supports the claim that the shift in the world’s food supply to highly processed foods ‘may partly account for increasing trends in the incidence of non-communicable diseases, including cancer’.

· However, ‘ultra-processed foods’ is a broad (and rapidly-changing) category containing lots of different foods prepared in a variety of ways and containing a wide range of different nutrients and food additives.

· I suppose a granary loaf made in a factory would fall into the category of ‘mass produced packaged bread’, but your instinct would be that it’s probably a healthier thing to eat on a regular basis than another ‘ultra-processed food’ such as a bag of sherbet lemons.

· Mind you, I like a bag of sherbet lemons.

· Because the category is so broad, interpretation of the results from the research is difficult – for example, is the association between ultra-processed foods and cancer caused by a specific food group (eg. sugary products), or a macronutrient (eg. fats), or contamination from packaging? ‘What are the potential carcinogenic mechanisms driving the observed association?’

· ‘Secondly, as with any observational study, confounding by unknown factors... cannot be excluded.’

· Cigarette smoking and low levels of physical activity were far more common in the study participants who ate a larger proportion of ultra-processed foods: so it might be the smoking and lazing about that’s really driving the cancer rates, rather than the ultra-processed foods.

· The goal of nutritional epidemiology is ‘to generate evidence to provide sound actionable advice to individuals and shape evidence based public policy’.

· At this stage, however, ‘We are a long way from understanding the full implications of food processing for health and wellbeing.’

· So maybe I’ll have those Nik-Naks after all.

End non-essential use of antimicrobials in livestock
BMJ 2018;360:k259
Alison Holmes, professor, Mark Holmes, reader, Thomas Gottlieb, senior specialist, Lance B Price, professor, Arnfinn Sundsfjord, professor

· Tackling antimicrobial resistance is a World Health Organisation (WHO) priority.

· In November 2017, the WHO launched guidelines on the use of ‘medically important antimicrobials’ in food production.

· ‘Their unambiguous recommendations were that their routine use for animal growth promotion and disease prevention in healthy animals should be discontinued.’

· ‘Although there are few studies showing a direct effect on human health of antimicrobial use in animals, the overall body of evidence provided enough evidence to support WHO’s recommendations.’

· The aim of this is to help preserve the effectiveness of ‘antimicrobials critical for human medicine’, in line with the global action plan to combat antimicrobial resistance (AMR).

· The blanket use of antibiotics is ‘the single most important driver for the emergence of, and increase in, AMR’. 

· Furthermore, once resistance has developed, ‘AMR bacteria or AMR-encoding genes may transfer from animals to humans through the environment, food chain, or by direct contact’.

· In some countries almost 80% of antimicrobial consumption is in the animal sector, but there’s wide variation between nations. Spain uses 100 times more antimicrobials ‘per production unit’ than Norway.

· ‘Emerging economies are projected to increase their use of antimicrobials in livestock, contributing to a projected global increase of 67% from 2010 to 2030.’

· ‘Some countries have already successfully reduced antimicrobial use in livestock without compromising animal health or productivity.’ Some readers may remember that in our October 2017 summary we mentioned that Denmark has managed to eradicate salmonella from its egg supply since 2011 by implementing good infection control, whereas in Britain the same thing has been achieved through the industrial use of antibiotics.

· ‘The WHO guidelines do not restrict any required treatment or the targeted prevention of specific diseases’, but they set this in a context of ‘reduction targets, surveillance measures, and improving nutrition, hygiene, infection prevention, and the use of vaccines’.

· ‘Healthy animals need fewer antimicrobials but many agricultural stakeholders see the push to reduce antimicrobial consumption as unwarranted interference, rather than a drive to improve animal health.’

· The WHO commissioned evidence reviews which reinforced the idea that reducing the use of antimicrobials in agriculture would reduce resistance in food producing animals – and the benefit would also be likely to extend to ‘farmers and those in direct contact with food producing animals’.

· Possibly the WHO made a mistake in focussing their recommendations on specific antimicrobial classes, rather than the use of antimicrobials in general, because ‘the use of one class may select for resistance to other classes’, due to shared resistance mechanisms and genetic linkage amongst different families of microbes.

· The connections between resistance in animals and resistance in humans are still under-researched, but evidence of an association is growing, and ‘Heavy use of colistin in Chinese livestock and the emergence and spread of colistin resistance led to the banning of colistin for growth promotion in China in November 2016’.

· On the other hand, ‘Successful interventions to reduce antimicrobial use in livestock have not always resulted in AMR reduction in humans, and molecular studies of some bacterial species show that direct transmission of the organism or the resistance genes from livestock to humans may be less important than other sources, including human-to-human transmission.’

· All the same the evidence suggests that the industrial use of antibiotics in farming is at the very least contributing to the problem of resistance, and the routine dosing of healthy animals should stop. Whether the WHO’s recommendations will be enough to make this happen remains to be seen.

Bringing Vioxx back to market
BMJ 2018;360:k242
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· In 1999 the US Food and Drug Administration (FDA) approved rofecoxib (Vioxx) for pain relief, and later for rheumatoid arthritis and migraine.
· Originally the manufacturer, Merck, marketed the drug as a safer and more effective alternative to NSAIDs. ‘Additional studies were done to examine rofecoxib’s efficacy in delaying the progression of Alzheimer’s disease, preventing adenomatous polyps of the colon, and managing premenstrual acne.’ They also claimed that it made you more attractive, enhanced the size of your private parts, improved the flavour of your cornflakes, did the washing up and took your dog for a walk.
· By 2003 the drug had brought in more than £1.8bn in sales.
· In 2004, however, Merck withdrew it ‘after concluding that it was associated with increased cardiovascular risk’.
· Now, a small drug company called Tremeau Pharmaceuticals wants to bring the drug back for severe joint pain caused by haemophilia. ‘Aspirin and other NSAIDs are generally not recommended for patients with haemophilia, and the company hopes that rofecoxib might be considered since these patients have fewer options.’
· ‘The drug’s history highlights how marketing and research can be used to influence the published evidence that informs patient care—problems that are not unique to rofecoxib.’
· Trials and meta-analyses for the drug were written for medical journals up in ways that ‘misrepresented study results and may have obscured its risk’. 
· ‘The company used ghostwriters to prepare manuscripts for journal publication and established guest author relationships with influential academic investigators.'
· The company’s marketing department also ‘had key roles in the clinical research programme’.
· ‘Rofecoxib has known risks, but, given its previous widespread use for various indications, if relicensed it is likely to be used by a broader population of patients than those with haemophilia.’
· If it’s re-approved, ‘safety outcome data should be routinely collected and independently arbitrated’. This should include follow-up of patients after they stop using the drug, since ‘important events continued to accrue in previous trials of rofecoxib’.
· According to the FDA Amendments Act, all clinical trials are supposed to be registered on ClinicalTrials.gov before they start, and results should be reported within 12 months of completion. This is to stop people amending their titles and objectives to suit their findings, and delaying or suppressing adverse information. However, compliance with these rules, although ‘improving’, is still ‘suboptimal’.
· ‘All trial data should be made available after completion to independent investigators… to facilitate additional research’. If this had been done in the case of rofecoxib its risks might have come to light sooner.
· Thirdly, the FDA should ‘consider engaging in population surveillance to monitor off-label use of rofecoxib if it secures market approval’. Many drugs are approved for one use and prescribed for another - ‘more than 80% of gabapentin and amitriptyline use was characterised as off-label’.
· If off-label use passed a ‘sensible threshold’ (eg. 20%) the FDA could require the manufacturer to ‘conduct rigorously designed studies’ into that use.
· ‘Finally, insurance payers... should adopt formulary management strategies that restrict access to drugs with known safety risks.’ [This refers to the medical insurance system in the USA.]
Conflicting asthma guidelines cause confusion in primary care
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· There’s just enough alliteration in that title to make you want more, isn’t there? If only it was ‘Asthma code conflict causes care chaos’.
· Anyway, since 1992 asthma guidelines from the British Thoracic Society (BTS), now under the auspices of the Scottish Intercollegiate Guideline Network (SIGN), have been generally accepted throughout the UK.
· However in 2013 NICE decided to stick their oar in, declaring that they would come up with guidelines for diagnosis and monitoring of asthma, and later for the management of chronic (but not acute) asthma. This was partly motivated by ‘a wish to incorporate cost effectiveness analyses—which the BTS/SIGN guideline does not consider—and concerns about overdiagnosis, overtreatment, and consequent waste of resources’. Penny-pinching, in other words.
· There was concern from the outset that this intervention by NICE was just going to cause confusion.
· In 2015 NICE released for consultation draft guidelines on the diagnosis and monitoring of asthma, and sure enough they’ve ballsed everything up. 
· They recommend ‘both spirometry and fractional exhaled nitric oxide (FeNO) testing to confirm a diagnosis of asthma’, they reject trials of treatment as a diagnostic tool, and they relegate peak flow monitoring ‘to a subsidiary role’.
· They also recommend bronchial challenge testing, ‘which is not widely available’, something which is absolutely characteristic of NICE guidelines.
· Consultation about this draft guidance ‘revealed widespread concern in the respiratory community’. 
· People thought it was going to shift the burden of diagnosis from primary to secondary care, which would mean more referrals. NICE hadn’t costed this.
· As regards FeNO testing, most surgeries will by now have received emails and mailshots – and probably a certain amount of ear-bending from their practice nurses – saying that they ought to get FeNO testing equipment, but it’s expensive and currently only available at 64% of hospitals. 
· Furthermore ‘a strategy document from the Global Initiative for Asthma (GINA) states that FeNO testing has no useful role’.
· Spirometry, the other diagnostic tool recommended by NICE, is ‘normal in most primary care patients with asthma’.
· ‘Publication of the guideline was therefore paused, pending a pilot study in primary care, but it has now been published virtually unchanged.’
· As the next step, in 2016 NICE released for consultation their draft guidance on the management of chronic asthma. 
· This was mostly the same as BTS/SIGN guidance (meaning it was mostly pointless), but there was one ‘important and controversial’ difference – NICE recommend ‘leukotriene receptor antagonists as first choice add-on therapy for patients whose asthma is not well controlled with low dose inhaled corticosteroids’. BTS/SIGN recommend long acting β agonists, which are marginally more effective, but they’re also more expensive, and NICE reckon that the extra effectiveness isn’t enough to justify the extra expenditure.
· Just to confuse matters even further, ‘The Primary Care Respiratory Society UK has produced consensus advice on how to deal with conflicting national guidelines’, and it mostly thinks everyone should stick to ‘the BTS/SIGN approach’, except that ‘it cautiously accepts the cost-benefit arguments for an initial trial of leukotriene receptor antagonists as add-on treatment to low dose inhaled corticosteroids but emphasises that there is no need to change the treatment of patients already established on long acting β agonists’.
· The authors of this article think that NICE would have done much better to work together with BTS/SIGN instead of producing guidance that conflicts with theirs and causes confusion all round.
· ‘NICE has a vital role in ensuring the cost effectiveness of health services in England and Wales’, they say, which is probably being a bit kind. 
· A plainer way of putting it would be that NICE ought to concentrate more on producing guidance that can actually be implemented in the real world, and they should probably also reduce their output by about 70%, which would presumably help them to fulfil their cost-cutting role.
Secondary prevention following myocardial infarction: a clinical update
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· Secondary prevention of MI varies according to how the MI presents (STEMI or NSTEMI), the timing of reperfusion therapy (emergency vs urgent PCI or CABG), and the range of comorbidities (eg. heart failure, AF, hypertension).
· ‘Currently in the UK, >80% of STEMI patients receive primary PCI, with <1% receiving urgent CABG.’
· Of NSTEMI patients, >90% get anticoagulation and about a third undergo revascularisation.
· Most patients need dual antiplatelet therapy (DAPT) for 12 months, an ACE inhibitor, a betablocker and a statin – all of which have been shown to reduce risk of coronary death.
· Start aspirin immediately post-MI and continue lifelong – use clopidogrel if aspirin intolerant.
· DAPT is indicated in all patients – usually aspirin + clopidogrel, but new agents (eg. tricagrelor) are now often favoured as alternatives to clopidogrel as they have fewer major adverse cardiac events.
· DAPT with aspirin and tricagrelor for 12 months is recommended in NSTEMI and STEMI patients following treatment with either PCI or CABG.
· Aspirin + clopidogrel ‘is now only recommended in NSTEMI and STEMI patients who cannot receive ticagrelor (previous intracranial haemorrhage or ongoing bleeds) or in patients who require oral anticoagulation’.
· Shorter DAPT treatment might be advised in those with high bleeding risk, and DAPT > 12 months in those at high risk of major cardiac events and low risk of bleeding (young age patients).
· Omeprazole interacts with clopidogrel, so lansoprazole should be used in those at high risk of GI bleeding.
· Anticoagulants are only indicated in those with left ventricular thrombus, AF or DVT. ‘Co-prescriptions of antiplatelets and anticoagulants result in a very high bleeding risk, and are currently tailored on an individual basis by a cardiologist.’
· An ACEI or an ARB is indicated life long in all patients with systolic dysfunction (LV ejection fraction <40%).
· ACEI/ARB and beta-blocker should be up-titrated to maximum tolerated dose. Beta-blocker should be continued for 12 months, or lifelong if there’s evidence of systolic dysfunction.
· Atorvastatin should be started immediately post-MI and lipid profile checked at 4-6 weeks.
· Other lipid lowering drugs should be added if LDL is still 1.8 or above (refractory dyslipidemia).
· Aftercare: stopping smoking halves the risk of MI recurrence.
· A structured cardiac rehab programme incorporating stress management and cardiorespiratory exercise (20-30 minutes per day to the point of slight breathlessness) is started within 10 days of discharge.
· Mediterranean-style diet is recommended.
· GPs should optimise diabetic control, and aim to get systolic BP in hypertensives to <140.
· Sexual intercourse can be resumed when the patient ‘feels comfortable’ (which is apparently usually after a month).
· Sildenafil is safe after 6 months in uncomplicated MIs. 
· You don’t need to notify the DVLA about your MI unless you’re a bus, coach or lorry driver, but don’t drive ‘for either 1 week (successful PCI and preserved LV systolic function, and no significant bystander coronary artery stenoses) or 4 weeks (impaired LV systolic function, or remaining significant bystander coronary artery stenoses)’.
· People can fly 10 days after an MI if it was uncomplicated and no further treatment is planned.
· If people have heart failure and further treatment is planned, don’t fly without the cardiologist’s advice.
Sexual orientation disclosure in health care: a systematic review
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· There are health disparities between sexual minority patients (LGBT) and heterosexual ones.
· It may be difficult to tackle these disparities effectively if LGBT patients made to feel awkward about disclosing their sexual orientation.
· A feeling of awkwardness about having to discuss one’s sexual orientation may in itself be a barrier to good healthcare, particularly sexual healthcare.
· This systematic review looked at studies where ‘participants were aged ≥18 years [and] either identified as LGBT, had a same-sex sexual relationship, or were attracted to a member of the same sex’.
· 31 studies representing 2442 participants were included.
· Four ‘overarching themes’ were identified as either making disclosure easier or more difficult:
· the moment of disclosure
· the expected outcome of disclosure
· the healthcare professional
· the environment or setting
· The most prominent themes were
· the perceived relevance of SO to care 
· the communication skills and language used by healthcare professionals
· the fear of poor treatment or reaction to disclosure
· ‘The facilitators and barriers to SO disclosure by LGBT individuals are widespread but most were modifiable and could therefore be targeted.’
· Non-disclosure can have disadvantageous effects on care.
· ‘The environment in which patients are seen should be welcoming of different SOs as well as ensuring that healthcare professionals’ communication skills, both verbal and non-verbal, are accepting and inclusive.’
· It isn’t mentioned in this article, but it’s clear from the accompanying tables of findings that having sexual orientation recorded on the notes is seen as both a positive and negative factor by LGBT patients. It’s always worth asking the patient how they would like their sexual orientation to be recorded, what pronouns and titles they would like to have used in different situations, and update their notes accordingly.
Cancer risk associated with chronic diseases and disease markers: prospective cohort study
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· ‘Objectives: To assess the independent and joint associations of major chronic diseases and disease markers with cancer risk and to explore the benefit of physical activity in reducing the cancer risk associated with chronic diseases and disease markers.’

· This was a prospective cohort study with 405,878 participants, drawn from a standard medical screening programme in Taiwan.

· ‘Participants, for whom cardiovascular disease markers (blood pressure, total cholesterol, and heart rate), diabetes, chronic kidney disease markers (proteinuria and glomerular filtration rate), pulmonary disease, and gouty arthritis marker (uric acid) were measured or diagnosed according to standard methods, were followed for an average of 8.7 years.’

· The main outcome measures were cancer incidence and cancer mortality.

· Basically, the study shows that if you’ve got chronic disease markers, you’re at increased risk of both cancer and death from cancer.

· Statistically significant increased risk of getting cancer was observed for everything except blood pressure and pulmonary disease. Statistically significant increased risk of dying from cancer was observed for everything.

· ‘Chronic disease risk scores summarizing the eight diseases and markers were positively associated with cancer risk in a dose-response manner.’

· ‘High chronic disease risk scores were associated with substantial years of life lost, and the highest scores were associated with 13.3 years of life lost in men and 15.9 years of life lost in women.’

· As a risk factor for cancer, chronic disease is ‘as important as five major lifestyle factors combined’.

· Physical activity ameliorates the risk- ‘by 48% for cancer incidence and 27% for cancer mortality’ - but doesn’t cancel it out.

· What are the five major lifestyle factors, do I hear you ask?

· smoking

· unhealthy diet

· physical inactivity

· obesity

· alcohol misuse

· Phew! Nothing about wearing the same underpants for a week at a time. I’m off the hook.

Mortality from different causes associated with meat, heme iron, nitrates, and nitrites in the NIH-AARP Diet and Health Study: population based cohort study
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· ‘Objective: To determine the association of different types of meat intake and meat associated compounds with overall and cause specific mortality.’

· This was a population cohort study looking at ‘Baseline dietary data of the NIH-AARP Diet and Health Study (prospective cohort of the general population from six states and two metropolitan areas in the US) and 16 year follow-up data until 31 December 2011.’

· There were 536,969 participants aged 50-71. Since they were all US citizens, it’s probably a safe bet that the majority consumed their fair share of meat, especially red meat.

· The study recorded, based on a dietary questionnaire, intake of total meat, processed and unprocessed red meat (beef, lamb, and pork) and white meat (poultry and fish), heme iron, and nitrate/nitrite from processed meat.

· ‘Adjusted Cox proportional hazards regression models were used with the lowest fifth of calorie adjusted intakes as reference categories’, whatever that means.

· The main outcome measure was ‘mortality from any cause during follow-up’, which seems a bit arbitrary. You’d think they might have excluded things like road traffic accidents and drive-by shootings.

· ‘An increased risk of all cause mortality... and death due to nine different causes associated with red meat intake was observed.’

· What are the nine different causes of death, do I hear you ask? Actually it’s quite difficult to find that information in the writeup, but as far as I can make out they’re 

· cancer

· cardiovascular disease

· respiratory disease

· diabetes

· infections

· Alzheimer’s

· kidney disease

· chronic liver disease

· ‘all other causes’

· And what’s all this about heme iron and nitrates/nitrites, you may also be wondering? Well, ‘The effects of meat on human health may be due to ingredients such as heme iron, nitrates, and nitrites. High intakes of heme iron have been shown to be associated with cancer and cardiovascular disease. Nitrates and nitrites are added to meat during the curing process. Some investigators believe that nitrates from vegetable sources may have potential benefits, particularly for cardiovascular health, but nitrate/nitrite from drinking water and processed meat has been associated with increased risks of different cancers.’

· Perhaps we should be investigating the risks to human health of drinking water? We’ll leave that on one side for the time being.

· ‘Both processed and unprocessed red meat intakes were associated with all cause and cause specific mortality.’

· ‘Heme iron and processed meat nitrate/nitrite were independently associated with increased risk of all cause and cause specific mortality.’

· On the other hand, ‘When the total meat intake was constant, the highest fifth of white meat intake was associated with a 25% reduction in risk of all cause mortality compared with the lowest intake level. Almost all causes of death showed an inverse association with white meat intake.’

· Interestingly, ‘the intake of processed white meat seemed to be similar across different categories of red meat intake, [but] people eating the least amount of red meat consumed, on average, more unprocessed white meat’.

· About a third of unprocessed white meat consumption was fish.

· The increased mortality associated with processed red meat was influenced by nitrate intake, and to a lesser extent by heme iron intake.

· I’d never even heard of heme iron before I read this article. Searching on the Web, I discover that it’s the type of iron that comes from animal proteins in the diet, whereas non-heme iron comes from plants. It also appears, ironically, that you can buy it as a health food.

Eosinophilic esophagitis: update on management and controversies
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· Eosinophilic esophagitis is immune mediated, with symptoms of oesophageal dysfunction clinically, and eosinophilic predominant inflammation histologically.

· ‘Since its recognition as a clinical entity in the 1990s, the disease has evolved from sporadic case reports to become a widely recognized cause of esophageal morbidity.’

· However, there’s still controversy about effective treatment. The most recent guideline, published in 2013, consisted largely of ‘conditional’ recommendations rather than ‘strong’ ones, ‘because of the relatively low quality of evidence’.

· Symptoms in adults are dysphagia, heartburn, chest pain, and food impactions, whereas in children you tend to get difficulty feeding, vomiting, abdominal pain, or failure to thrive.

· Unabated inflammation can cause ‘gradual esophageal tissue remodeling’.

· ‘An inflammatory phenotype—endoscopic features including white exudates, linear furrows, and edema—is thought to eventually evolve... into a fibrostenotic phenotype, with fibrotic features on endoscopy such as rings, strictures, and a narrow caliber esophagus.’

· Diagnosis is based on

· clinical description and/or patient reported outcomes

· endoscopy (showing oedema, rings, exudates and/or strictures)

· histology

· ‘According to recent practice guidelines, a trial of acid suppression is required to fulfill the diagnostic criteria of eosinophilic esophagitis. Patients with significant improvement of symptoms and esophageal eosinophilia after an eight week course of at least a moderate PPI dose have either GERD or PPI responsive esophageal eosinophilia (PPI-REE).’

· Empirical food elimination diet is first line treatment, because it might work, it’s cheap, and it’s not going to do any harm.

· ‘Topical corticosteroids have been shown to be effective in children and adults and are considered the other first line treatment option’, but ‘currently none are approved for this purpose by the Food and Drug Administration’.

· Beyond that, it’s difficult to assess the effects of different treatments because trials have had different end-points, mostly relying on a histological response rather than symptomatic improvement.

· At the moment, the advice seems to be to have an endoscopy to help diagnose the condition, then try the food elimination diet, then if that doesn’t work try PPIs for eight weeks, then do another endoscopy to see what’s happening now.

· Patient reported outcomes, endoscopic scoring systems and surrogate measures of oesophageal remodelling may represent a more consistent way of monitoring disease activity.

· ‘Phase III drug trials are under way for eosinophilic esophagitis specific drugs, and effort is being made to optimize dietary elimination protocols to reduce upfront restriction of diet and decrease the number of endoscopies.’


