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Use of statins in older people. Statin therapy has been shown to reduce 

major cardiovascular events, however there is uncertainty about their benefits and 

safety in older people (especially when used for primary prevention in people aged 

>75 years). A meta-analysis that included data from 28 randomised trials (n=186,854) 

compared the effects of statins at different ages; 23 trials compared statins to placebo or usual care 

(control) and 5 trials compared a more intensive statin regimen (i.e. higher dose) to a standard statin 

regimen (i.e. lower dose) (Lancet 2019;393:407-15). Outcomes included major vascular events, cause-

specific mortality and cancer incidence; the median follow-up duration across all 28 trials was 4.9 years. 

The participants were subdivided into 6 age groups (≤55 years [21%], 56 to 60 years [17%], 61 to 65 

years [20%], 66 to 70 years [20%], 71 to 75 years [15%] and >75 years [8%]). The meta-analysis found 

that statin therapy or a more intensive statin regimen, compared with control or a less intensive 

statin regimen, produced a 21% (rate ratio [RR] 0.79, 95% CI 0.77 to 0.81) proportional risk 

reduction of a first major vascular event per 1.0 mmol/L reduction in LDL cholesterol. There were 

significant risk reductions in all age groups including those aged >75 years (RR 0.87, CI 0.79 to 0.96), 

however there was a non-significant trend towards smaller proportional reductions in major vascular 

events with increasing age. Statin or more intensive statin therapy than control or less intensive statin 

therapy also resulted in significant risk reductions in major coronary events and vascular mortality (with 

significant trends towards smaller proportional reductions with increasing age), and proportional 

reductions in coronary revascularisation procedures and stroke which did not differ significantly across 

age categories. Among patients with known vascular disease at study entry, proportional 

reductions in major vascular events were similar across age groups, however in patients with no 

history of vascular disease, there was a significant trend towards smaller proportional risk 

reductions with increasing age; for example in patients aged >75 years with vascular disease the RR 

was 0.85, CI 0.73 to 0.98, and in those without vascular disease the RR was 0.92, CI 0.73 to 1.16. In the 

meta-analysis, older age groups were disproportionally represented in heart failure and dialysis trials 

(where statin therapy has not been shown to be effective); excluding these trials, additional analysis found 

a reduction in the apparent trend of increasing age showing smaller risk reductions in vascular events and 

mortality outcomes. Limitations of the meta-analysis included that only 8% of the participants were aged 

>75 years and that the clinical trials concentrated on efficacy endpoints; adverse events (especially non-

serious) were not as fully recorded and analysed. The authors of the meta-analysis conclude that statin 

therapy produced significant reductions in major vascular events irrespective of age, however there is 

less definitive direct evidence of benefit in the primary prevention setting among patients aged 

>75 years. Ongoing trials are investigating the use of statins for primary prevention in older people. 

Generalised pruritus in adults without underlying dermatosis. A 

recent guideline on the management of generalised pruritus (GP) in adults without an 

underlying skin disorder, has been published by the British Association of Dermatology 

(BAD) (British Journal of Dermatology 2018;178:34060). The guideline focuses on 

secondary pruritus due to underlying systemic disorders and GP of unknown origin (GPUO). Topics 

covered include the investigation and management of GP, including its management in primary care. 

[Editors’ note: this guideline and other BAD guidelines are available on the BAD website 

at:www.bad.org.uk/healthcare-professionals/clinical-standards/clinical-guidelines/] 

 



 

Reduction in codeine-related poisonings in Ireland. The misuse 

of opioid analgesics (including over-the-counter [OTC] opioids) is a recognised 

public health issue. Many countries have limited the access to opioids as a means 

to reduce misuse; in 2010 the Pharmaceutical Society of Ireland (PSI) issued 

guidance regarding the supply of codeine-containing products (CCP). This 

guidance provided pharmacists with criteria to be adhered to when supplying CCP, 

including pharmacist supervision of the sale of CCP OTC and a three day supply limit prior to a 

recommended medical review. Misuse of OTC opioids such as CCP may result in poisoning. In Ireland 

the National Poisons Information Centre (NPIC) assists healthcare professionals and the public with 

enquiries relating to poisonings. An observational study aimed to 1) evaluate NPIC data to assess 

poisoning rates with CCP before and after the PSI guidance (from 2005 to 2016) and 2) evaluate trends in 

codeine prescriptions following the restrictions of supply of CCP during the study period using the Irish 

Health Service Executive (HSE) Primary Care Reimbursement Service (PCRS) pharmacy claims 

database (Pharmacoepidemiol Drug Saf. 2019;28:106-111). The study found that during the study 

period, the NPIC received 1851 calls regarding CCP, of which 73% related to those available OTC. 

Overall, from 2005 to 2016, the number of reported codeine-related poisonings decreased by 53%; 

this was largely due to those involving CCP OTC which decreased by 62%. The annual decline of 

codeine-related poisonings was evident with a significant 33% reduction from 2010 to 2011; it was 

noted that following 2011, the declining rate of codeine-related poisonings plateaued. Analysis of the 

HSE-PCRS data did not show a significant increase in the reimbursement rate of CCP or alternative 

opioid medications. The authors concluded that the PSI guidance document restricting the supply of CCP 

OTC was followed by a decrease in the number of codeine-related poisonings, without a corresponding 

increase in the number of pharmacy claims for CCP or alternative analgesics. The authors advise that this 

study will inform policymakers when considering strategies to mitigate the increasing risk of opioid abuse.  

Update on safety of carbimazole. The European Medicine Agency’s 

(EMA) Pharmacovigilance Risk Assessment Committee (PRAC) undertook a 

review of data from epidemiological studies and case reports on the safety of 

carbimazole in pregnancy (www.ema.europa.eu). Carbimazole is a prodrug, which 

undergoes rapid metabolism to the active metabolite, thiamazole. The review strengthens the evidence 

that carbimazole/thiamazole can cause congenital malformations when used during pregnancy, 

especially in the first trimester and at high doses. Malformations include aplasia, craniofacial 

malformations, exomphalos, oesophageal atresia, omphalo-mesenteric duct anomaly and ventricular 

septal defect. Women should be advised to use effective contraception when being treated with 

carbimazole/thiamazole. Hyperthyroidism in pregnancy should be adequately treated to prevent serious 

maternal and foetal complications. The use of carbimazole/thiamazole in pregnant women must be 

based on an individual benefit/risk assessment; if carbimazole/thiamazole is used during pregnancy, 

the lowest effective dose should be used without additional administration of thyroid hormones. Close 

maternal, foetal and neonatal monitoring is required if carbimazole/thiamazole is used during pregnancy.  

Based on the available evidence, PRAC also advises that acute pancreatitis has been reported with 

use of carbimazole/thiamazole. It is recommended that carbimazole/thiamazole should be stopped if 

patients develop acute pancreatitis and that further exposure to carbimazole/thiamazole in patients who 

have experienced acute pancreatitis while on carbimazole/thiamazole should be avoided.  

The carbimazole product information is being updated to reflect PRAC recommendations. A recent Dear 

Healthcare Professional letter highlighting the updated safety information is available on www.hpra.ie. 

[Editors’ note: further information is available on the Health Products Regulatory Authority (HPRA) and 

EMA websites at www.hpra.ie and www.ema.europa.eu] 
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