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Long term adjuvant endocrine therapy and risk of cardiovascular disease in female 
breast cancer survivors: Systematic review 
Anthony Matthews, Susannah Stanway, Ruth E Farmer, et al. 
BMJ 2018; 363 (Published 08 October 2018) 
https://www.bmj.com/content/363/bmj.k3845 
 
Abstract 
Objective To investigate the effect of endocrine therapies on a wide range of specific 
clinical cardiovascular disease outcomes in women with a history of non-metastatic breast 
cancer. 
Design Systematic review and meta-analysis of randomised controlled trials and 
observational studies. 
Data sources Medline and Embase up until June 2018. 
Eligibility criteria for selecting studies Studies were included if they investigated the 
risk of a specific cardiovascular disease outcome associated with use of either tamoxifen 
or an aromatase inhibitor, or compared the two treatments, in women with a history of non-
metastatic breast cancer. 
Appraisal and data extraction Relevant studies were originally identified and results 
extracted by one researcher, with a full replication of the study identification process by a 
combination of two other researchers. The Cochrane Collaboration’s tool for assessing risk 
of bias was used to assess risk of bias in randomised controlled trials, and this tool was 
adapted to assess risk of bias in observational studies. 
Results 26 studies were identified, with results for seven specific cardiovascular disease 
outcomes (venous thromboembolism, myocardial infarction, stroke, angina, heart failure, 
arrhythmia, and peripheral vascular disease). Results suggested an increased risk of 
venous thromboembolism in tamoxifen users compared with both non-users and 
aromatase inhibitor users. Results were also consistent with a higher risk of the vascular 
diseases myocardial infarction and angina in aromatase inhibitor users compared with 
tamoxifen users, but there was also a suggestion that this may be partly driven by a 
protective effect of tamoxifen on these outcomes. Data were limited, and evidence was 
generally inconsistent for all other cardiovascular disease outcomes. 
Conclusion This review has collated substantial randomised controlled trial and 
observational evidence on the effect of endocrine therapies on several specific 
cardiovascular disease outcomes including venous thromboembolism and myocardial 
infarction, progressing knowledge. Although the choice of aromatase inhibitor or tamoxifen 
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will primarily be based on the effectiveness against the recurrence of breast cancer, this 
review shows that the individual patient’s risk of venous or arterial vascular disease should 
be an important secondary consideration. 
________________________________________________________________________ 

 
Serial circulating omega 3 polyunsaturated fatty acids and healthy ageing among 
older adults in the Cardiovascular Health Study: Prospective cohort study 
Heidi TM Lai, Marcia C de Oliveira Otto, Rozenn N Lemaitre, et al. 
BMJ 2018; 363 (Published 17 October 2018) 
https://www.bmj.com/content/363/bmj.k4067 
 
Abstract 
Objective To determine the longitudinal association between serial biomarker measures 
of circulating omega 3 polyunsaturated fatty acid (n3-PUFA) levels and healthy ageing. 
Design Prospective cohort study. 
Setting Four communities in the United States (Cardiovascular Health Study) from 1992 to 
2015. 
Participants 2622 adults with a mean (SD) age of 74.4 (4.8) and with successful healthy 
ageing at baseline in 1992-93. 
Exposure Cumulative levels of plasma phospholipid n3-PUFAs were measured using gas 
chromatography in 1992-93, 1998-99, and 2005-06, expressed as percentage of total fatty 
acids, including α-linolenic acid from plants and eicosapentaenoic acid, docosapentaenoic 
acid, and docosahexaenoic acid from seafoood. 
Main outcome measure Healthy ageing defined as survival without chronic diseases (ie, 
cardiovascular disease, cancer, lung disease, and severe chronic kidney disease), the 
absence of cognitive and physical dysfunction, or death from other causes not part of the 
healthy ageing outcome after age 65. Events were centrally adjudicated or determined 
from medical records and diagnostic tests. 
Results Higher levels of long chain n3-PUFAs were associated with an 18% lower risk 
(95% confidence interval 7% to 28%) of unhealthy ageing per interquintile range after 
multivariable adjustments with time-varying exposure and covariates. Individually, higher 
eicosapentaenoic acid and docosapentaenoic acid (but not docosahexaenoic acid) levels 
were associated with a lower risk: 15% (6% to 23%) and 16% (6% to 25%), respectively. 
α-linolenic acid from plants was not noticeably associated with unhealthy ageing (hazard 
ratio 0.92, 95% confidence interval 0.83 to 1.02). 
Conclusions In older adults, a higher cumulative level of serially measured circulating n3-
PUFAs from seafood (eicosapentaenoic acid, docosapentaenoic acid, and 
docosahexaenoic acid), eicosapentaenoic acid, and docosapentaenoic acid (but not 
docosahexaenoic acid from seafood or α-linolenic acid from plants) was associated with a 
higher likelihood of healthy ageing. These findings support guidelines for increased dietary 
consumption of n3-PUFAs in older adults. 
________________________________________________________________________ 

 
Pre-eclampsia and risk of dementia later in life: Nationwide cohort study 
Saima Basit, Jan Wohlfahrt, Heather A Boyd 
BMJ 2018; 363 (Published 17 October 2018) 
https://www.bmj.com/content/363/bmj.k4109 
 
Abstract 
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Objective To explore associations between pre-eclampsia and later dementia, overall and 
by dementia subtype and timing of onset. 
Design Nationwide register based cohort study. 
Setting Denmark. 
Population All women with at least one live birth or stillbirth between 1978 and 2015. 
Main outcome measure Hazard ratios comparing dementia rates among women with and 
without a history of pre-eclampsia, estimated using Cox regression. 
Results The cohort consisted of 1 178 005 women with 20 352 695 person years of follow-
up. Women with a history of pre-eclampsia had more than three times the risk of vascular 
dementia (hazard ratio 3.46, 95% confidence interval 1.97 to 6.10) later in life, compared 
with women with no history of pre-eclampsia. The association with vascular dementia 
seemed to be stronger for late onset disease (hazard ratio 6.53, 2.82 to 15.1) than for 
early onset disease (2.32, 1.06 to 5.06) (P=0.08). Adjustment for diabetes, hypertension, 
and cardiovascular disease attenuated the hazard ratios only moderately; sensitivity 
analyses suggested that body mass index was unlikely to explain the association with 
vascular dementia. In contrast, only modest associations were observed for Alzheimer’s 
disease (hazard ratio 1.45, 1.05 to 1.99) and other/unspecified dementia (1.40, 1.08 to 
1.83). 
Conclusions Pre-eclampsia was associated with an increased risk of dementia, 
particularly vascular dementia. Cardiovascular disease, hypertension, and diabetes were 
unlikely to mediate the associations substantially, suggesting that pre-eclampsia and 
vascular dementia may share underlying mechanisms or susceptibility pathways. Asking 
about a history of pre-eclampsia could help physicians to identify women who might 
benefit from screening for early signs of disease, allowing for early clinical intervention. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (23-30 October 2018, Vol. 320, 
No. 16) 
 
Effects of Myo-inositol on Type 1 Retinopathy of Prematurity Among Preterm Infants 
<28 Weeks’ Gestational Age: A Randomized Clinical Trial 
Dale L. Phelps, Kristi L. Watterberg, Tracy L. Nolen, et al for the Eunice Kennedy Shriver 
National Institute of Child Health and Human Development Neonatal Research Network  
JAMA.  2018; 320 (16): 1649-1658.  
https://jamanetwork.com/journals/jama/article-abstract/2708112 
 
Abstract  
Importance Previous studies of myo-inositol in preterm infants with respiratory distress 
found reduced severity of retinopathy of prematurity (ROP) and less frequent ROP, death, 
and intraventricular hemorrhage. However, no large trials have tested its efficacy or safety. 
Objective To test the adverse events and efficacy of myo-inositol to reduce type 1 ROP 
among infants younger than 28 weeks’ gestational age. 
Design, Setting, and Participants  Randomized clinical trial included 638 infants younger 
than 28 weeks’ gestational age enrolled from 18 neonatal intensive care centers 
throughout the United States from April 17, 2014, to September 4, 2015; final date of 
follow-up was February 12, 2016. The planned enrollment of 1760 participants would 
permit detection of an absolute reduction in death or type 1 ROP of 7% with 90% power. 
The trial was terminated early due to a statistically significantly higher mortality rate in the 
myo-inositol group. 
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Interventions A 40-mg/kg dose of myo-inositol was given every 12 hours (initially 
intravenously, then enterally when feeding; n = 317) or placebo (n = 321) for up to 10 
weeks. 
Main Outcomes and Measures Type 1 ROP or death before determination of ROP 
outcome was designated as unfavorable. The designated favorable outcome was survival 
without type 1 ROP. 
Results Among 638 infants (mean, 26 weeks’ gestational age; 50% male), 632 (99%) 
received the trial drug or placebo and 589 (92%) had a study outcome. Death or type 1 
ROP occurred more often in the myo-inositol group vs the placebo group (29% vs 21%, 
respectively; adjusted risk difference, 7% [95% CI, 0%-13%]; adjusted relative risk, 1.41 
[95% CI, 1.08-1.83], P = .01). All-cause death before 55 weeks’ postmenstrual age 
occurred in 18% of the myo-inositol group and in 11% of the placebo group (adjusted risk 
difference, 6% [95% CI, 0%-11%]; adjusted relative risk, 1.66 [95% CI, 1.14-2.43], 
P = .007). The most common serious adverse events up to 7 days of receiving the ending 
dose were necrotizing enterocolitis (6% for myo-inositol vs 4% for placebo), poor perfusion 
or hypotension (7% vs 4%, respectively), intraventricular hemorrhage (10% vs 9%), 
systemic infection (16% vs 11%), and respiratory distress (15% vs 13%). 
Conclusions and Relevance Among premature infants younger than 28 weeks’ 
gestational age, treatment with myo-inositol for up to 10 weeks did not reduce the risk of 
type 1 ROP or death vs placebo. These findings do not support the use of myo-inositol 
among premature infants; however, the early termination of the trial limits definitive 
conclusions. 
________________________________________________________________________ 

 
Long-term Rate of Mesh Sling Removal Following Midurethral Mesh Sling Insertion 
Among Women With Stress Urinary Incontinence 
Ipek Gurol-Urganci, Rebecca S. Geary, Jil B. Mamza, et al  
JAMA.  2018; 320 (16): 1659-1669.  
https://jamanetwork.com/journals/jama/article-abstract/2708113 
 
Abstract  
Importance There is concern about outcomes of midurethral mesh sling insertion for 
women with stress urinary incontinence. However, there is little evidence on long-term 
outcomes. 
Objective To examine long-term mesh removal and reoperation rates in women who had 
a midurethral mesh sling insertion for stress urinary incontinence. 
Design, Setting, and Participants  This population-based retrospective cohort study 
included 95 057 women aged 18 years or older who had a first-ever midurethral mesh 
sling insertion for stress urinary incontinence in the National Health Service hospitals in 
England between April 1, 2006, and December 31, 2015. Women were followed up until 
April 1, 2016. 
Exposures Patient and hospital factors and retropubic or transobturator mesh sling 
insertions. 
Main Outcomes and Measures The primary outcome was the risk of midurethral mesh 
sling removal (partial or total) and secondary outcomes were reoperation for stress urinary 
incontinence and any reoperation including mesh removal, calculated with death as 
competing risk. A multivariable Fine-Gray model was used to calculate subdistribution 
hazard ratios as estimates of relative risk. 
Results The study population consisted of 95 057 women (median age, 51 years; 
interquartile range, 44-61 years) with first midurethral mesh sling insertion, including 
60 194 with retropubic insertion and 34 863 with transobturator insertion. The median 
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follow-up time was 5.5 years (interquartile range, 3.2-7.5 years). The rate of midurethral 
mesh sling removal was 1.4% (95% CI, 1.3%-1.4%) at 1 year, 2.7% (95% CI, 2.6%-2.8%) 
at 5 years, and 3.3% (95% CI, 3.2%-3.4%) at 9 years. Risk of removal declined with age. 
The 9-year removal risk after transobturator insertion (2.7% [95% CI, 2.4%-2.9%]) was 
lower than the risk after retropubic insertion (3.6% [95% CI, 3.5%-3.8%]; subdistribution 
hazard ratio, 0.72 [95% CI, 0.62-0.84]). The rate of reoperation for stress urinary 
incontinence was 1.3% (95% CI, 1.3%-1.4%) at 1 year, 3.5% (95% CI, 3.4%-3.6%) at 5 
years, and 4.5% (95% CI, 4.3%-4.7%) at 9 years. The rate of any reoperation, including 
mesh removal, was 2.6% (95% CI, 2.5%-2.7%) at 1 year, 5.5% (95% CI, 5.4%-5.7%) at 5 
years, and 6.9% (95% CI, 6.7%-7.1%) at 9 years. 
Conclusions and Relevance Among women undergoing midurethral mesh sling 
insertion, the rate of mesh sling removal at 9 years was estimated as 3.3%. These findings 
may guide women and their surgeons when making decisions about surgical treatment of 
stress urinary incontinence. 

Back to Contents 
________________________________________________________________________ 

 

The Lancet (20 October 2018, Vol. 392, No. 10156) 
 
Efficacy and cost-effectiveness of nurse-led care involving education and 
engagement of patients and a treat-to-target urate-lowering strategy versus usual 
care for gout: A randomised controlled trial 
Michael Doherty, Wendy Jenkins, Helen Richardson, et al. 
The Lancet: Volume 392, ISSUE 10156, P1403-1412, October 20, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)32158-5/fulltext 
 
Summary 
Background 
In the UK, gout management is suboptimum, with only 40% of patients receiving urate-
lowering therapy, usually without titration to achieve a target serum urate concentration. 
Nurses successfully manage many diseases in primary care. We compared nurse-led gout 
care to usual care led by general practitioners (GPs) for people in the community. 
Methods 
Research nurses were trained in best practice management of gout, including providing 
individualised information and engaging patients in shared decision making. Adults who 
had experienced a gout flare in the previous 12 months were randomly assigned 1:1 to 
receive nurse-led care or continue with GP-led usual care. We assessed patients at 
baseline and after 1 and 2 years. The primary outcome was the percentage of participants 
who achieved serum urate concentrations less than 360 μmol/L (6 mg/dL) at 2 years. 
Secondary outcomes were flare frequency in year 2, presence of tophi, quality of life, and 
cost per quality-adjusted life-year (QALY) gained. Risk ratios (RRs) and 95% CIs were 
calculated based on intention to treat with multiple imputation. This study is registered with 
www.ClinicalTrials.gov, number NCT01477346. 
Findings 
517 patients were enrolled, of whom 255 were assigned nurse-led care and 262 usual 
care. Nurse-led care was associated with high uptake of and adherence to urate-lowering 
therapy. More patients receiving nurse-led care had serum urate concentrations less than 
360 μmol/L at 2 years than those receiving usual care (95% vs 30%, RR 3·18, 95% CI 
2·42–4·18, p<0·0001). At 2 years all secondary outcomes favoured the nurse-led group. 
The cost per QALY gained for the nurse-led intervention was £5066 at 2 years. 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)32158-5/fulltext
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Interpretation 
Nurse-led gout care is efficacious and cost-effective compared with usual care. Our 
findings illustrate the benefits of educating and engaging patients in gout management and 
reaffirm the importance of a treat-to-target urate-lowering treatment strategy to improve 
patient-centred outcomes. 
________________________________________________________________________ 

 
Population effectiveness of opportunistic chlamydia testing in primary care in 
Australia: A cluster-randomised controlled trial 
Jane S Hocking, Meredith Temple-Smith, Rebecca Guy, et al. 
The Lancet: Volume 392, ISSUE 10156, P1413-1422, October 20, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31816-6/fulltext 
 
Summary 
Background 
Screening young adults who are sexually active for genital Chlamydia trachomatis 
infection is promoted in several high-income countries, but its effectiveness at the 
population level is highly debated. We aimed to investigate the effects of opportunistic 
chlamydia testing in primary care on the estimated chlamydia prevalence in the population 
aged 16–29 years in Australia.  
Methods 
We did a cluster-randomised controlled trial. Clusters were rural towns with a minimum of 
500 women and men aged 16–29 years and no more than six primary care clinics. We 
randomly allocated each cluster using a computer-generated minimisation algorithm to 
receive a multifaceted, clinic-based chlamydia testing intervention or to continue usual 
care. The intervention included computerised reminders to test patients, an education 
package, payments for chlamydia testing, and feedback on testing rates. The primary 
outcome was chlamydia prevalence, estimated before randomisation (survey 1) and at the 
end of the trial (survey 2) in patients aged 16–29 years who attended the clinics. Analyses 
were done by intention to treat. General practitioners and clinic staff were aware of group 
allocation, whereas patients and laboratory staff who performed the chlamydia tests were 
not. This trial was completed on Dec 31, 2015, and is registered 
(ACTRN12610000297022).  
Findings 
Between Dec 14, 2010, and Sept 14, 2015, 26 clusters (63 clinics) received the chlamydia 
testing intervention and 26 (67 clinics) continued usual care. Over a mean duration of 3·1 
years (SD 0·3), 93 828 young adults attended intervention clinics and 86 527 attended 
control clinics. The estimated chlamydia prevalence decreased from 5·0% (95% CI 3·8 to 
6·2) at survey 1 to 3·4% (2·7 to 4·1) at survey 2 in the intervention clusters (difference 
−1·6%, 95% CI −2·9 to −0·3) and from 4·6% (95% CI 3·5 to 5·7) at survey 1 to 3·4% (2·4 
to 4·5) at survey 2 in the control clusters (difference −1·1%, −2·7 to 0·5). The unadjusted 
odds ratio for the difference between intervention and control clusters was 0·9 (95% CI 0·5 
to 1·5).  
Interpretation 
These findings, in conjunction with evidence about the feasibility of sustained uptake of 
opportunistic testing in primary care, indicate that sizeable reductions in chlamydia 
prevalence might not be achievable.  
________________________________________________________________________ 
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The clinical and cost-effectiveness of corticosteroid injection versus night splints 
for carpal tunnel syndrome (INSTINCTS trial): An open-label, parallel group, 
randomised controlled trial 
Linda S Chesterton, Milica Blagojevic-Bucknall, Claire Burton, et al. 
The Lancet: Volume 392, ISSUE 10156, P1423-1433, October 20, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31572-1/fulltext 
 
Summary 
Background 
To our knowledge, the comparative effectiveness of commonly used conservative 
treatments for carpal tunnel syndrome has not been evaluated previously in primary care. 
We aimed to compare the clinical and cost-effectiveness of night splints with a 
corticosteroid injection with regards to reducing symptoms and improving hand function in 
patients with mild or moderate carpal tunnel syndrome. 
Methods 
We did this randomised, open-label, pragmatic trial in adults (≥18 years) with mild or 
moderate carpal tunnel syndrome recruited from 25 primary and community 
musculoskeletal clinics and services. Patients with a new episode of idiopathic mild or 
moderate carpal tunnel syndrome of at least 6 weeks' duration were eligible. We randomly 
assigned (1:1) patients (permutated blocks of two and four by site) with an online web or 
third party telephone service to receive either a single injection of 20 mg 
methylprednisolone acetate (from 40 mg/mL) or a night-resting splint to be worn for 6 
weeks. Patients and clinicians could not be masked to the intervention. The primary 
outcome was the overall score of the Boston Carpal Tunnel Questionnaire (BCTQ) at 6 
weeks. We used intention-to-treat analysis, with multiple imputation for missing data, 
which was concealed to treatment group allocation. The trial is registered with the 
European Clinical Trials Database, number 2013-001435-48, and ClinicalTrial.gov, 
number NCT02038452. 
Findings 
Between April 17, 2014, and Dec 31, 2016, 234 participants were randomly assigned (118 
to the night splint group and 116 to the corticosteroid injection group), of whom 212 (91%) 
completed the BCTQ at 6 weeks. The BCTQ score was significantly better at 6 weeks in 
the corticosteroid injection group (mean 2·02 [SD 0·81]) than the night splint group (2·29 
[0·75]; adjusted mean difference −0·32; 95% CI −0·48 to −0·16; p=0·0001). No adverse 
events were reported. 
Interpretation 
A single corticosteroid injection shows superior clinical effectiveness at 6 weeks compared 
with night-resting splints, making it the treatment of choice for rapid symptom response in 
mild or moderate carpal tunnel syndrome presenting in primary care. 

Back to Contents 
________________________________________________________________________ 

 
The New England Journal of Medicine (18 October 2018, Vol. 379, No. 16) 
 
Effect of Aspirin on Disability-free Survival in the Healthy Elderly 
John J. McNeil, Robyn L. Woods, Mark R. Nelson, et al. for the ASPREE Investigator 
Group 
N Engl J Med 2018; 379:1499-1508 October 18, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1800722 
 
Abstract 
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Background 
Information on the use of aspirin to increase healthy independent life span in older persons 
is limited. Whether 5 years of daily low-dose aspirin therapy would extend disability-free 
life in healthy seniors is unclear. 
Methods 
From 2010 through 2014, we enrolled community-dwelling persons in Australia and the 
United States who were 70 years of age or older (or ≥65 years of age among blacks and 
Hispanics in the United States) and did not have cardiovascular disease, dementia, or 
physical disability. Participants were randomly assigned to receive 100 mg per day of 
enteric-coated aspirin or placebo orally. The primary end point was a composite of death, 
dementia, or persistent physical disability. Secondary end points reported in this article 
included the individual components of the primary end point and major hemorrhage. 
Results 
A total of 19,114 persons with a median age of 74 years were enrolled, of whom 9525 
were randomly assigned to receive aspirin and 9589 to receive placebo. A total of 56.4% 
of the participants were women, 8.7% were nonwhite, and 11.0% reported previous 
regular aspirin use. The trial was terminated at a median of 4.7 years of follow-up after a 
determination was made that there would be no benefit with continued aspirin use with 
regard to the primary end point. The rate of the composite of death, dementia, or 
persistent physical disability was 21.5 events per 1000 person-years in the aspirin group 
and 21.2 per 1000 person-years in the placebo group (hazard ratio, 1.01; 95% confidence 
interval [CI], 0.92 to 1.11; P=0.79). The rate of adherence to the assigned intervention was 
62.1% in the aspirin group and 64.1% in the placebo group in the final year of trial 
participation. Differences between the aspirin group and the placebo group were not 
substantial with regard to the secondary individual end points of death from any cause 
(12.7 events per 1000 person-years in the aspirin group and 11.1 events per 1000 person-
years in the placebo group), dementia, or persistent physical disability. The rate of major 
hemorrhage was higher in the aspirin group than in the placebo group (3.8% vs. 2.8%; 
hazard ratio, 1.38; 95% CI, 1.18 to 1.62; P<0.001). 
Conclusions 
Aspirin use in healthy elderly persons did not prolong disability-free survival over a period 
of 5 years but led to a higher rate of major hemorrhage than placebo. 
________________________________________________________________________ 

 
Effect of Aspirin on Cardiovascular Events and Bleeding in the Healthy Elderly 
John J. McNeil, Rory Wolfe, Robyn L. Woods, et al. for the ASPREE Investigator Group 
N Engl J Med 2018; 379:1509-1518 October 18, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1805819 
 
Abstract 
Background 
Aspirin is a well-established therapy for the secondary prevention of cardiovascular 
events. However, its role in the primary prevention of cardiovascular disease is unclear, 
especially in older persons, who have an increased risk. 
Methods 
From 2010 through 2014, we enrolled community-dwelling men and women in Australia 
and the United States who were 70 years of age or older (or ≥65 years of age among 
blacks and Hispanics in the United States) and did not have cardiovascular disease, 
dementia, or disability. Participants were randomly assigned to receive 100 mg of enteric-
coated aspirin or placebo. The primary end point was a composite of death, dementia, or 
persistent physical disability; results for this end point are reported in another article in the 
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Journal. Secondary end points included major hemorrhage and cardiovascular disease 
(defined as fatal coronary heart disease, nonfatal myocardial infarction, fatal or nonfatal 
stroke, or hospitalization for heart failure). 
Results 
Of the 19,114 persons who were enrolled in the trial, 9525 were assigned to receive 
aspirin and 9589 to receive placebo. After a median of 4.7 years of follow-up, the rate of 
cardiovascular disease was 10.7 events per 1000 person-years in the aspirin group and 
11.3 events per 1000 person-years in the placebo group (hazard ratio, 0.95; 95% 
confidence interval [CI], 0.83 to 1.08). The rate of major hemorrhage was 8.6 events per 
1000 person-years and 6.2 events per 1000 person-years, respectively (hazard ratio, 1.38; 
95% CI, 1.18 to 1.62; P<0.001). 
Conclusions 
The use of low-dose aspirin as a primary prevention strategy in older adults resulted in a 
significantly higher risk of major hemorrhage and did not result in a significantly lower risk 
of cardiovascular disease than placebo. 
________________________________________________________________________ 
 
Effect of Aspirin on All-Cause Mortality in the Healthy Elderly 
John J. McNeil, Mark R. Nelson, Robyn L. Woods, et al. for the ASPREE Investigator 
Group 
N Engl J Med 2018; 379:1519-1528 October 18, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1803955 
 
Abstract 
Background 
In the primary analysis of the Aspirin in Reducing Events in the Elderly (ASPREE) trial, 
now published in the Journal, we report that the daily use of aspirin did not provide a 
benefit with regard to the primary end point of disability-free survival among older adults. A 
numerically higher rate of the secondary end point of death from any cause was observed 
with aspirin than with placebo. 
Methods 
From 2010 through 2014, we enrolled community-dwelling persons in Australia and the 
United States who were 70 years of age or older (or ≥65 years of age among blacks and 
Hispanics in the United States) and did not have cardiovascular disease, dementia, or 
disability. Participants were randomly assigned to receive 100 mg of enteric-coated aspirin 
or placebo. Deaths were classified according to the underlying cause by adjudicators who 
were unaware of trial-group assignments. Hazard ratios were calculated to compare 
mortality between the aspirin group and the placebo group, and post hoc exploratory 
analyses of specific causes of death were performed. 
Results 
Of the 19,114 persons who were enrolled, 9525 were assigned to receive aspirin and 9589 
to receive placebo. A total of 1052 deaths occurred during a median of 4.7 years of follow-
up. The risk of death from any cause was 12.7 events per 1000 person-years in the aspirin 
group and 11.1 events per 1000 person-years in the placebo group (hazard ratio, 1.14; 
95% confidence interval [CI], 1.01 to 1.29). Cancer was the major contributor to the higher 
mortality in the aspirin group, accounting for 1.6 excess deaths per 1000 person-years. 
Cancer-related death occurred in 3.1% of the participants in the aspirin group and in 2.3% 
of those in the placebo group (hazard ratio, 1.31; 95% CI, 1.10 to 1.56). 
Conclusions 
Higher all-cause mortality was observed among apparently healthy older adults who 
received daily aspirin than among those who received placebo and was attributed primarily 

https://www.nejm.org/doi/full/10.1056/NEJMoa1803955
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to cancer-related death. In the context of previous studies, this result was unexpected and 
should be interpreted with caution. 
________________________________________________________________________ 
 
Effects of Aspirin for Primary Prevention in Persons with Diabetes Mellitus 
The ASCEND Study Collaborative Group 
N Engl J Med 2018; 379:1529-1539 October 18, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1804988 
 
Abstract 
Background 
Diabetes mellitus is associated with an increased risk of cardiovascular events. Aspirin use 
reduces the risk of occlusive vascular events but increases the risk of bleeding; the 
balance of benefits and hazards for the prevention of first cardiovascular events in patients 
with diabetes is unclear. 
Methods 
We randomly assigned adults who had diabetes but no evident cardiovascular disease to 
receive aspirin at a dose of 100 mg daily or matching placebo. The primary efficacy 
outcome was the first serious vascular event (i.e., myocardial infarction, stroke or transient 
ischemic attack, or death from any vascular cause, excluding any confirmed intracranial 
hemorrhage). The primary safety outcome was the first major bleeding event (i.e., 
intracranial hemorrhage, sight-threatening bleeding event in the eye, gastrointestinal 
bleeding, or other serious bleeding). Secondary outcomes included gastrointestinal tract 
cancer. 
Results 
A total of 15,480 participants underwent randomization. During a mean follow-up of 7.4 
years, serious vascular events occurred in a significantly lower percentage of participants 
in the aspirin group than in the placebo group (658 participants [8.5%] vs. 743 [9.6%]; rate 
ratio, 0.88; 95% confidence interval [CI], 0.79 to 0.97; P=0.01). In contrast, major bleeding 
events occurred in 314 participants (4.1%) in the aspirin group, as compared with 245 
(3.2%) in the placebo group (rate ratio, 1.29; 95% CI, 1.09 to 1.52; P=0.003), with most of 
the excess being gastrointestinal bleeding and other extracranial bleeding. There was no 
significant difference between the aspirin group and the placebo group in the incidence of 
gastrointestinal tract cancer (157 participants [2.0%] and 158 [2.0%], respectively) or all 
cancers (897 [11.6%] and 887 [11.5%]); long-term follow-up for these outcomes is 
planned. 
Conclusions 
Aspirin use prevented serious vascular events in persons who had diabetes and no 
evident cardiovascular disease at trial entry, but it also caused major bleeding events. The 
absolute benefits were largely counterbalanced by the bleeding hazard.  
________________________________________________________________________ 

 
Effects of n−3 Fatty Acid Supplements in Diabetes Mellitus 
The ASCEND Study Collaborative Group 
N Engl J Med 2018; 379:1540-1550 October 18, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1804989 
 
Abstract 
Background 
Increased intake of n−3 fatty acids has been associated with a reduced risk of 
cardiovascular disease in observational studies, but this finding has not been confirmed in 

https://www.nejm.org/doi/full/10.1056/NEJMoa1804988
https://www.nejm.org/doi/full/10.1056/NEJMoa1804989
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randomized trials. It remains unclear whether n−3 (also called omega-3) fatty acid 
supplementation has cardiovascular benefit in patients with diabetes mellitus. 
Methods 
We randomly assigned 15,480 patients with diabetes but without evidence of 
atherosclerotic cardiovascular disease to receive 1-g capsules containing either n−3 fatty 
acids (fatty acid group) or matching placebo (olive oil) daily. The primary outcome was a 
first serious vascular event (i.e., nonfatal myocardial infarction or stroke, transient ischemic 
attack, or vascular death, excluding confirmed intracranial hemorrhage). The secondary 
outcome was a first serious vascular event or any arterial revascularization. 
Results 
During a mean follow-up of 7.4 years (adherence rate, 76%), a serious vascular event 
occurred in 689 patients (8.9%) in the fatty acid group and in 712 (9.2%) in the placebo 
group (rate ratio, 0.97; 95% confidence interval [CI], 0.87 to 1.08; P=0.55). The composite 
outcome of a serious vascular event or revascularization occurred in 882 patients (11.4%) 
and 887 patients (11.5%), respectively (rate ratio, 1.00; 95% CI, 0.91 to 1.09). Death from 
any cause occurred in 752 patients (9.7%) in the fatty acid group and in 788 (10.2%) in the 
placebo group (rate ratio, 0.95; 95% CI, 0.86 to 1.05). There were no significant between-
group differences in the rates of nonfatal serious adverse events. 
Conclusions 
Among patients with diabetes without evidence of cardiovascular disease, there was no 
significant difference in the risk of serious vascular events between those who were 
assigned to receive n−3 fatty acid supplementation and those who were assigned to 
receive placebo. 
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Sources  
 

BMJ: British Medical Journal http://www.bmj.com/theBMJ 

JAMA: The Journal of the American Medical 
Association  

http://jama.ama-assn.org/ 

The Lancet www.thelancet.com 

The New England Journal of Medicine http://content.nejm.org/ 

The British Medical Journal (BMJ), JAMA and the New 
England Journal of Medicine (NEJM) can be accessed 
in full-text through your NHS Athens account. 
Unfortunately the national subscription to The Lancet 
has been cancelled.  
 

https://www.evidence.nhs.uk/n
hs-evidence-content/journals-
and-databases 
 
or http://www.openathens.net/ 
 

If you have not already registered for an NHS Athens 
Account, please register at: 
 
NB: It is recommended that you register on a Trust 
(NHS) PC for speedy confirmation of your username 
and password. Once registered, your account can be 
accessed from any device with online access. 

 
https://openathens.nice.org.uk
/ 
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ClinicalKey 

 

ClinicalKey is a clinical search engine that makes it easier for clinicians and other 
healthcare professionals to find and apply relevant knowledge to help them make better 
decisions – anywhere, anytime, in any patient scenario. 
 
Includes full-text journals, book chapters, images, graphs, monographs, videos and much 
more. Many available for download. 
 
Access it via our website: http://www.uhdblibrary.co.uk/e-resources 
________________________________________________________________________ 

 

KnowledgeShare 
 

Having trouble keeping up to date? 
 
KnowledgeShare is a web-based current awareness system that provides a personalised 
current awareness service, direct to your inbox.  
 
How it works: Let us know your areas of interest (e.g. physical conditions, professional 
interests such as mentoring, providing education) and we will set you up with an account. 
You will then receive regular emails targeted to your interests.  
 
OpenAthens: You will need to have an NHS OpenAthens account registered with us, prior 
to setting up a KnowledgeShare account. To register for an Athens account, please go to: 
https://openathens.nice.org.uk  
 
Further information can be found via this link:  
http://www.uhdblibrary.co.uk/current-awareness 
 
________________________________________________________________________ 

 

 
 
The Library and Knowledge Service now has full-text access to BMJ Case Reports. "Case 
Reports is a unique & growing repository for all healthcare professionals & researchers to 
submit, search & view case reports in all disciplines."  

 

http://www.uhdblibrary.co.uk/e-resources
https://openathens.nice.org.uk/
http://www.uhdblibrary.co.uk/current-awareness
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BMJ Case Reports can be access here: http://casereports.bmj.com. Click on Login via 
OpenAthens on the right hand side to log in. 
 
Guidance for authors can be found at:  
http://casereports.bmj.com/site/about/guidelines.xhtml 
 
If you wish to submit a case report, the institutional fellowship code is 4315973. An 
additional fee needs to be paid by the author if s/he wishes to make their submission open 
access. Details can be found within the guidance. 
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