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BMJ (9 June 2018, Vol. 361, No. 8156)  
 
Revisiting the association of blood pressure with mortality in oldest old people in 
China: community based, longitudinal prospective study 
Yue-Bin Lv, Xiang Gao, Zhao-Xue Yin, et al. 
BMJ 2018; 361 doi: https://doi.org/10.1136/bmj.k2158 (Published 05 June 2018) 
https://www.bmj.com/content/361/bmj.k2158 
 
Abstract 
Objective To examine the associations of blood pressure with all cause mortality and 
cause specific mortality at three years among oldest old people in China. 
Design Community based, longitudinal prospective study. 
Setting 2011 and 2014 waves of the Chinese Longitudinal Healthy Longevity Survey, 
conducted in 22 Chinese provinces. 
Participants 4658 oldest old individuals (mean age 92.1 years). 
Main outcome measures All cause mortality and cause specific mortality assessed at 
three year follow-up. 
Results 1997 deaths were recorded at three year follow-up. U shaped associations of 
mortality with systolic blood pressure, mean arterial pressure, and pulse pressure were 
identified; values of 143.5 mm Hg, 101 mm Hg, and 66 mm Hg conferred the minimum 
mortality risk, respectively. After adjustment for covariates, the U shaped association 
remained only for systolic blood pressure (minimum mortality risk at 129 mm Hg). 
Compared with a systolic blood pressure value of 129 mm Hg, risk of all cause mortality 
decreased for values lower than 107 mm Hg (from 1.47 (95% confidence interval 1.01 to 
2.17) to 1.08 (1.01 to 1.17)), and increased for values greater than 154 mm Hg (from 1.08 
(1.01 to 1.17) to 1.27 (1.02 to 1.58)). In the cause specific analysis, compared with a 
middle range of systolic blood pressure (107-154 mm Hg), higher values (>154 mm Hg) 
were associated with a higher risk of cardiovascular mortality (adjusted hazard ratio 1.51 
(95% confidence interval 1.12 to 2.02)); lower values (<107 mm Hg) were associated with 
a higher risk of non-cardiovascular mortality (1.58 (1.26 to 1.98)). The U shaped 
associations remained in sensitivity and subgroup analyses. 
Conclusions This study indicates a U shaped association between systolic blood 
pressure and all cause mortality at three years among oldest old people in China. This 
association could be explained by the finding that higher systolic blood pressure predicted 
a higher risk of death from cardiovascular disease, and that lower systolic blood pressure 
predicted a higher risk of death from non-cardiovascular causes. These results emphasise 
the importance of revisiting blood pressure management or establishing specific guidelines 
for management among oldest old individuals. 
________________________________________________________________________ 
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Education and myopia: assessing the direction of causality by mendelian 
randomisation 
Edward Mountjoy, Neil M Davies, Denis Plotnikov, et al. 
BMJ 2018; 361 doi: https://doi.org/10.1136/bmj.k2022 (Published 06 June 2018) 
https://www.bmj.com/content/361/bmj.k2022 
 
Abstract 
Objectives To determine whether more years spent in education is a causal risk factor for 
myopia, or whether myopia is a causal risk factor for more years in education. 
Design Bidirectional, two sample mendelian randomisation study. 
Setting Publically available genetic data from two consortiums applied to a large, 
independent population cohort. Genetic variants used as proxies for myopia and years of 
education were derived from two large genome wide association studies: 23andMe and 
Social Science Genetic Association Consortium (SSGAC), respectively. 
Participants 67 798 men and women from England, Scotland, and Wales in the UK 
Biobank cohort with available information for years of completed education and refractive 
error. 
Main outcome measures Mendelian randomisation analyses were performed in two 
directions: the first exposure was the genetic predisposition to myopia, measured with 44 
genetic variants strongly associated with myopia in 23andMe, and the outcome was years 
in education; and the second exposure was the genetic predisposition to higher levels of 
education, measured with 69 genetic variants from SSGAC, and the outcome was 
refractive error. 
Results Conventional regression analyses of the observational data suggested that every 
additional year of education was associated with a more myopic refractive error of −0.18 
dioptres/y (95% confidence interval −0.19 to −0.17; P<2e-16). Mendelian randomisation 
analyses suggested the true causal effect was even stronger: −0.27 dioptres/y (−0.37 to 
−0.17; P=4e-8). By contrast, there was little evidence to suggest myopia affected 
education (years in education per dioptre of refractive error −0.008 y/dioptre, 95% 
confidence interval −0.041 to 0.025, P=0.6). Thus, the cumulative effect of more years in 
education on refractive error means that a university graduate from the United Kingdom 
with 17 years of education would, on average, be at least −1 dioptre more myopic than 
someone who left school at age 16 (with 12 years of education). Myopia of this magnitude 
would be sufficient to necessitate the use of glasses for driving. Sensitivity analyses 
showed minimal evidence for genetic confounding that could have biased the causal effect 
estimates. 
Conclusions This study shows that exposure to more years in education contributes to 
the rising prevalence of myopia. Increasing the length of time spent in education may 
inadvertently increase the prevalence of myopia and potential future visual disability. 
________________________________________________________________________ 

 
Clinical trial design and dissemination: comprehensive analysis of clinicaltrials.gov 
and PubMed data since 2005 
Magdalena Zwierzyna, Mark Davies, Aroon D Hingorani, Jackie Hunter 
BMJ 2018; 361 doi: https://doi.org/10.1136/bmj.k2130 (Published 06 June 2018) 
https://www.bmj.com/content/361/bmj.k2130 
 
Abstract 
Objective To investigate the distribution, design characteristics, and dissemination of 
clinical trials by funding organisation and medical specialty. 
Design Cross sectional descriptive analysis. 

https://www.bmj.com/content/361/bmj.k2022
https://www.bmj.com/content/361/bmj.k2130


 

 - 4 - 

Data sources Trial protocol information from clinicaltrials.gov, metadata of journal articles 
in which trial results were published (PubMed), and quality metrics of associated journals 
from SCImago Journal and Country Rank database. 
Selection criteria All 45 620 clinical trials evaluating small molecule therapeutics, 
biological drugs, adjuvants, and vaccines, completed after January 2006 and before July 
2015, including randomised controlled trials and non-randomised studies across all clinical 
phases. 
Results Industry was more likely than non-profit funders to fund large international 
randomised controlled trials, although methodological differences have been decreasing 
with time. Among 27 835 completed efficacy trials (phase II-IV), 15 084 (54.2%) had 
disclosed their findings publicly. Industry was more likely than non-profit trial funders to 
disseminate trial results (59.3% (10 444/17 627) v 45.3% (4555/10 066)), and large drug 
companies had higher disclosure rates than small ones (66.7% (7681/11 508) v 45.2% 
(2763/6119)). Trials funded by the National Institutes of Health (NIH) were disseminated 
more often than those of other non-profit institutions (60.0% (1451/2417) v 40.6% 
(3104/7649)). Results of studies funded by large drug companies and NIH were more 
likely to appear on clinicaltrials.gov than were those from non-profit funders, which were 
published mainly as journal articles. Trials reporting the use of randomisation were more 
likely than non-randomised studies to be published in a journal article (6895/19 711 
(34.9%) v 1408/7748 (18.2%)), and journal publication rates varied across disease areas, 
ranging from 42% for autoimmune diseases to 20% for oncology. 
Conclusions Trial design and dissemination of results vary substantially depending on the 
type and size of funding institution as well as the disease area under study. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (12 June 2018, Vol. 319, No. 22) 
 
Effect of Negative Pressure Wound Therapy vs Standard Wound Management on 12-
Month Disability Among Adults With Severe Open Fracture of the Lower Limb: The 
WOLLF Randomized Clinical Trial  
Matthew L. Costa; Juul Achten; Julie Bruce; et al.  
JAMA. 2018;319(22):2280-2288. doi:10.1001/jama.2018.6452 
https://jamanetwork.com/journals/jama/fullarticle/2684606 
 
Abstract 
Importance Open fractures of the lower limb occur when a broken bone penetrates the 
skin. There can be major complications from these fractures, which can be life-changing. 
Objectives To assess the disability, rate of deep infection, and quality of life in patients 
with severe open fracture of the lower limb treated with negative pressure wound therapy 
(NPWT) vs standard wound management after the first surgical debridement of the wound. 
Design, Setting, and Participants Multicenter randomized trial performed in the UK 
Major Trauma Network, recruiting 460 patients aged 16 years or older with a severe open 
fracture of the lower limb from July 2012 through December 2015. Final outcome data 
were collected through November 2016. Exclusions were presentation more than 72 hours 
after injury and inability to complete questionnaires. 
Interventions NPWT (n = 226) in which an open-cell solid foam or gauze was placed over 
the surface of the wound and connected to a suction pump, creating a partial vacuum over 
the dressing, vs standard dressings not involving application of negative pressure 
(n = 234). 
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Main Outcomes and Measures Disability Rating Index score (range, 0 [no disability] to 
100 [completely disabled]) at 12 months was the primary outcome measure, with a 
minimal clinically important difference of 8 points. Secondary outcomes were 
complications including deep infection and quality of life (score ranged from 1 [best 
possible] to −0.59 [worst possible]; minimal clinically important difference, 0.08) collected 
at 3, 6, 9, and 12 months. 
Results Among 460 patients who were randomized (mean age, 45.3 years; 74% men), 
88% (374/427) of available study participants completed the trial. There were no 
statistically significant differences in the patients’ Disability Rating Index score at 12 
months (mean score, 45.5 in the NPWT group vs 42.4 in the standard dressing group; 
mean difference, −3.9 [95% CI, −8.9 to 1.2]; P = .13), in the number of deep surgical site 
infections (16 [7.1%] in the NPWT group vs 19 [8.1%] in the standard dressing group; 
difference, 1.0% [95% CI, −4.2% to 6.3%]; P = .64), or in quality of life between groups 
(difference in EuroQol 5-dimensions questionnaire, 0.02 [95% CI, −0.05 to 0.08]; Short 
Form–12 Physical Component Score, 0.5 [95% CI, −3.1 to 4.1] and Mental Health 
Component Score, −0.4 [95% CI, −2.2 to 1.4]). 
Conclusions and Relevance Among patients with severe open fracture of the lower limb, 
use of NPWT compared with standard wound dressing did not improve self-rated disability 
at 12 months. The findings do not support this treatment for severe open fractures. 
Trial Registration isrctn.org Identifier: ISRCTN33756652 
________________________________________________________________________ 

 
Prevalence of Prescription Medications With Depression as a Potential Adverse 
Effect Among Adults in the United States  
Dima Mazen Qato; Katharine Ozenberger; Mark Olfson,  
JAMA. 2018;319(22):2289-2298. doi:10.1001/jama.2018.6741 
https://jamanetwork.com/journals/jama/fullarticle/2684607 
 
Abstract 
Importance Prescription medications are increasingly used among adults in the United 
States and many have a potential for causing depression. 
Objectives To characterize use of prescription medications with depression as a potential 
adverse effect and to assess associations between their use and concurrent depression. 
Design, Setting, and Participants Five 2-year cycles (2005-2006 through 2013-2014) of 
the National Health and Nutrition Examination Survey, representative cross-sectional 
surveys of US adults aged 18 years or older, were analyzed for use of medications with 
depression as a potential adverse effect. Multivariable logistic regression examined 
associations between use of these medications and concurrent depression. Analyses were 
performed among adults overall, excluding antidepressant users, and among adults 
treated with antidepressants and with hypertension. 
Exposures Prescription medications with depression as a potential adverse effect (listed 
in Micromedex). 
Main Outcomes and Measures Prevalence of any use and concurrent use of medications 
with a potential to cause depression and prevalence of depression (PHQ-9 score ≥10). 
Results The study included 26 192 adults (mean age, 46.2 years [95% CI, 45.6-46.7]; 
women, 51.1%) and 7.6% (95% CI, 7.1%-8.2%) reported depression. The overall 
estimated prevalence of use of medications with depression as an adverse effect was 
37.2%, increasing from 35.0% (95% CI, 32.2%-37.9%) in the cycle years 2005 and 2006 
to 38.4% (95% CI, 36.5%-40.3%) in 2013 and 2014 (P for trend = .03). An estimated 6.9% 
(95% CI, 6.2%-7.6%) reported use of 3 or more concurrent medications with a potential for 
depression as an adverse effect in 2005 and 2006 and 9.5% (95% CI, 8.4%-10.7%) 

https://jamanetwork.com/journals/jama/fullarticle/2684607
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reported such use in 2013 and 2014 (P for trend = .001). In adjusted analyses excluding 
users of antidepressants, the number of medications used with depression as possible 
adverse effects was associated with increased prevalence of concurrent depression. The 
estimated prevalence of depression was 15% for those reporting use of 3 or more 
medications with depression as an adverse effect vs 4.7% for those not using such 
medications (difference, 10.7% [95% CI, 7.2%-14.1%]). These patterns persisted in 
analyses restricted to adults treated with antidepressants, among hypertensive adults, and 
after excluding users of any psychotropic medication. 
Conclusions and Relevance In this cross-sectional survey study, use of prescription 
medications that have depression as a potential adverse effect was common. Use of 
multiple medications was associated with greater likelihood of concurrent depression. 

Back to Contents 
________________________________________________________________________ 
 

The Lancet (9 June 2018, Vol. 391, No. 10137) 
 

Dabigatran in patients with myocardial injury after non-cardiac surgery (MANAGE): 
an international, randomised, placebo-controlled trial 
PJ Devereaux, Emmanuelle Duceppe, Gordon Guyatt, et al. 
The Lancet, Volume 391, No. 10137, p2325–2334, 9 June 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30832-8/fulltext 
 
Summary 
Background 
Myocardial injury after non-cardiac surgery (MINS) increases the risk of cardiovascular 
events and deaths, which anticoagulation therapy could prevent. Dabigatran prevents 
perioperative venous thromboembolism, but whether this drug can prevent a broader 
range of vascular complications in patients with MINS is unknown. The MANAGE trial 
assessed the potential of dabigatran to prevent major vascular complications among such 
patients. 
Methods 
In this international, randomised, placebo-controlled trial, we recruited patients from 84 
hospitals in 19 countries. Eligible patients were aged at least 45 years, had undergone 
non-cardiac surgery, and were within 35 days of MINS. Patients were randomly assigned 
(1:1) to receive dabigatran 110 mg orally twice daily or matched placebo for a maximum of 
2 years or until termination of the trial and, using a partial 2-by-2 factorial design, patients 
not taking a proton-pump inhibitor were also randomly assigned (1:1) to omeprazole 20 mg 
once daily, for which results will be reported elsewhere, or matched placebo to measure its 
effect on major upper gastrointestinal complications. Research personnel randomised 
patients through a central 24 h computerised randomisation system using block 
randomisation, stratified by centre. Patients, health-care providers, data collectors, and 
outcome adjudicators were masked to treatment allocation. The primary efficacy outcome 
was the occurrence of a major vascular complication, a composite of vascular mortality 
and non-fatal myocardial infarction, non-haemorrhagic stroke, peripheral arterial 
thrombosis, amputation, and symptomatic venous thromboembolism. The primary safety 
outcome was a composite of life-threatening, major, and critical organ bleeding. Analyses 
were done according to the intention-to-treat principle. This trial is registered with 
ClinicalTrials.gov, number NCT01661101. 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30832-8/fulltext
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Findings 
Between Jan 10, 2013, and July 17, 2017, we randomly assigned 1754 patients to receive 
dabigatran (n=877) or placebo (n=877); 556 patients were also randomised in the 
omeprazole partial factorial component. Study drug was permanently discontinued in 401 
(46%) of 877 patients allocated to dabigatran and 380 (43%) of 877 patients allocated to 
placebo. The composite primary efficacy outcome occurred in fewer patients randomised 
to dabigatran than placebo (97 [11%] of 877 patients assigned to dabigatran vs 133 [15%] 
of 877 patients assigned to placebo; hazard ratio [HR] 0·72, 95% CI 0·55–0·93; 
p=0·0115). The primary safety composite outcome occurred in 29 patients (3%) 
randomised to dabigatran and 31 patients (4%) randomised to placebo (HR 0·92, 95% CI 
0·55–1·53; p=0·76). 
Interpretation 
Among patients who had MINS, dabigatran 110 mg twice daily lowered the risk of major 
vascular complications, with no significant increase in major bleeding. Patients with MINS 
have a poor prognosis; dabigatran 100 mg twice daily has the potential to help many of the 
8 million adults globally who have MINS to reduce their risk of a major vascular 
complication. 
Funding 
Boehringer Ingelheim and Canadian Institutes of Health Research. 
________________________________________________________________________ 

 
Endovascular ultrasound renal denervation to treat hypertension (RADIANCE-HTN 
SOLO): a multicentre, international, single-blind, randomised, sham-controlled trial 
Michel Azizi, Roland E Schmieder, Felix Mahfoud, et al. 
The Lancet, Volume 391, No. 10137, p2335–2345, 9 June 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31082-1/fulltext 
 
Summary 
Background 
Early studies suggest that radiofrequency-based renal denervation reduces blood pressure 
in patients with moderate hypertension. We investigated whether an alternative technology 
using endovascular ultrasound renal denervation reduces ambulatory blood pressure in 
patients with hypertension in the absence of antihypertensive medications. 
Methods 
RADIANCE-HTN SOLO was a multicentre, international, single-blind, randomised, sham-
controlled trial done at 21 centres in the USA and 18 in Europe. Patients with combined 
systolic–diastolic hypertension aged 18–75 years were eligible if they had ambulatory 
blood pressure greater than or equal to 135/85 mm Hg and less than 170/105 mm Hg after 
a 4-week discontinuation of up to two antihypertensive medications and had suitable renal 
artery anatomy. Patients were randomised (1:1) to undergo renal denervation with the 
Paradise system (ReCor Medical, Palo Alto, CA, USA) or a sham procedure consisting of 
renal angiography only. The randomisation sequence was computer generated and 
stratified by centres with randomised blocks of four or six and permutation of treatments 
within each block. Patients and outcome assessors were blinded to randomisation. The 
primary effectiveness endpoint was the change in daytime ambulatory systolic blood 
pressure at 2 months in the intention-to-treat population. Patients were to remain off 
antihypertensive medications throughout the 2 months of follow-up unless specified blood 
pressure criteria were exceeded. Major adverse events included all-cause mortality, renal 
failure, an embolic event with end-organ damage, renal artery or other major vascular 
complications requiring intervention, or admission to hospital for hypertensive crisis within 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31082-1/fulltext
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30 days and new renal artery stenosis within 6 months. This study is registered with 
ClinicalTrials.gov, number NCT02649426. 
Findings 
Between March 28, 2016, and Dec 28, 2017, 803 patients were screened for eligibility and 
146 were randomised to undergo renal denervation (n=74) or a sham procedure (n=72). 
The reduction in daytime ambulatory systolic blood pressure was greater with renal 
denervation (−8·5 mm Hg, SD 9·3) than with the sham procedure (−2·2 mm Hg, SD 10·0; 
baseline-adjusted difference between groups: −6·3 mm Hg, 95% CI −9·4 to −3·1, 
p=0·0001). No major adverse events were reported in either group. 
Interpretation 
Compared with a sham procedure, endovascular ultrasound renal denervation reduced 
ambulatory blood pressure at 2 months in patients with combined systolic–diastolic 
hypertension in the absence of medications. 
Funding 
ReCor Medical. 
________________________________________________________________________ 

 
Effect of renal denervation on blood pressure in the presence of antihypertensive 
drugs: 6-month efficacy and safety results from the SPYRAL HTN-ON MED proof-of-
concept randomised trial 
David E Kandzari, Michael Böhm, Felix Mahfoud, et al. 
The Lancet, Volume 391, No. 10137, p2346–2355, 9 June 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30951-6/fulltext 
 
Summary 
Background 
Previous catheter-based renal denervation studies have reported variable efficacy results. 
We aimed to evaluate safety and blood pressure response after renal denervation or sham 
control in patients with uncontrolled hypertension on antihypertensive medications with 
drug adherence testing. 
Methods 
In this international, randomised, single-blind, sham-control, proof-of-concept trial, patients 
with uncontrolled hypertension (aged 20–80 years) were enrolled at 25 centres in the USA, 
Germany, Japan, UK, Australia, Austria, and Greece. Eligible patients had an office 
systolic blood pressure of between 150 mm Hg and 180 mm Hg and a diastolic blood 
pressure of 90 mm Hg or higher; a 24 h ambulatory systolic blood pressure of between 
140 mm Hg and 170 mm Hg at second screening; and were on one to three 
antihypertensive drugs with stable doses for at least 6 weeks. Patients underwent renal 
angiography and were randomly assigned to undergo renal denervation or sham control. 
Patients, caregivers, and those assessing blood pressure were masked to randomisation 
assignments. The primary efficacy endpoint was blood pressure change from baseline 
(measured at screening visit two), based on ambulatory blood pressure measurements 
assessed at 6 months, as compared between treatment groups. Drug surveillance was 
used to assess medication adherence. The primary analysis was done in the intention-to-
treat population. Safety events were assessed through 6 months as per major adverse 
events. This trial is registered with ClinicalTrials.gov, number NCT02439775, and follow-up 
is ongoing. 
Findings 
Between July 22, 2015, and June 14, 2017, 467 patients were screened and enrolled. This 
analysis presents results for the first 80 patients randomly assigned to renal denervation 
(n=38) and sham control (n=42). Office and 24 h ambulatory blood pressure decreased 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30951-6/fulltext


 

 - 9 - 

significantly from baseline to 6 months in the renal denervation group (mean baseline-
adjusted treatment differences in 24 h systolic blood pressure −7·0 mm Hg, 95% CI −12·0 
to −2·1; p=0·0059, 24 h diastolic blood pressure −4·3 mm Hg, −7·8 to −0·8; p=0.0174, 
office systolic blood pressure −6·6 mm Hg, −12·4 to −0·9; p=0·0250, and office diastolic 
blood pressure −4·2 mm Hg, −7·7 to −0·7; p=0·0190). The change in blood pressure was 
significantly greater at 6 months in the renal denervation group than the sham-control 
group for office systolic blood pressure (difference −6·8 mm Hg, 95% CI −12·5 to −1·1; 
p=0·0205), 24 h systolic blood pressure (difference −7·4 mm Hg, −12·5 to −2·3; 
p=0·0051), office diastolic blood pressure (difference −3·5 mm Hg, −7·0 to −0·0; 
p=0·0478), and 24 h diastolic blood pressure (difference −4·1 mm Hg, −7·8 to −0·4; 
p=0·0292). Evaluation of hourly changes in 24 h systolic blood pressure and diastolic 
blood pressure showed blood pressure reduction throughout 24 h for the renal denervation 
group. 3 month blood pressure reductions were not significantly different between groups. 
Medication adherence was about 60% and varied for individual patients throughout the 
study. No major adverse events were recorded in either group. 
Interpretation 
Renal denervation in the main renal arteries and branches significantly reduced blood 
pressure compared with sham control with no major safety events. Incomplete medication 
adherence was common. 
Funding 
Medtronic. 

Back to Contents 
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The New England Journal of Medicine (7 June 2018, Vol. 378, No. 23) 
 
Mifepristone Pretreatment for the Medical Management of Early Pregnancy Loss 
Courtney A. Schreiber, Mitchell D. Creinin, Jessica Atrio, et al. 
N Engl J Med 2018; 378:2161-2170. June 7, 2018. DOI: 10.1056/NEJMoa1715726 
https://www.nejm.org/doi/full/10.1056/NEJMoa1715726 
 
Abstract 
Background 
Medical management of early pregnancy loss is an alternative to uterine aspiration, but 
standard medical treatment with misoprostol commonly results in treatment failure. We 
compared the efficacy and safety of pretreatment with mifepristone followed by treatment 
with misoprostol with the efficacy and safety of misoprostol use alone for the management 
of early pregnancy loss. 
Methods 
We randomly assigned 300 women who had an anembryonic gestation or in whom 
embryonic or fetal death was confirmed to receive pretreatment with 200 mg of 
mifepristone, administered orally, followed by 800 μg of misoprostol, administered 
vaginally (mifepristone-pretreatment group), or 800 μg of misoprostol alone, administered 
vaginally (misoprostol-alone group). Participants returned 1 to 4 days after misoprostol use 
for evaluation, including ultrasound examination, by an investigator who was unaware of 
the treatment-group assignments. Women in whom the gestational sac was not expelled 
were offered expectant management, a second dose of misoprostol, or uterine aspiration. 
We followed all participants for 30 days after randomization. Our primary outcome was 
gestational sac expulsion with one dose of misoprostol by the first follow-up visit and no 
additional intervention within 30 days after treatment. 



 

 - 10 - 

Results 
Complete expulsion after one dose of misoprostol occurred in 124 of 148 women (83.8%; 
95% confidence interval [CI], 76.8 to 89.3) in the mifepristone-pretreatment group and in 
100 of 149 women (67.1%; 95% CI, 59.0 to 74.6) in the misoprostol-alone group (relative 
risk, 1.25; 95% CI, 1.09 to 1.43). Uterine aspiration was performed less frequently in the 
mifepristone-pretreatment group than in the misoprostol-alone group (8.8% vs. 23.5%; 
relative risk, 0.37; 95% CI, 0.21 to 0.68). Bleeding that resulted in blood transfusion 
occurred in 2.0% of the women in the mifepristone-pretreatment group and in 0.7% of the 
women in the misoprostol-alone group (P=0.31); pelvic infection was diagnosed in 1.3% of 
the women in each group. 
Conclusions 
Pretreatment with mifepristone followed by treatment with misoprostol resulted in a higher 
likelihood of successful management of first-trimester pregnancy loss than treatment with 
misoprostol alone. (Funded by the National Institute of Child Health and Human 
Development; PreFaiR ClinicalTrials.gov number, NCT02012491.) 
________________________________________________________________________ 

 
A Placebo-Controlled Trial of Bezafibrate in Primary Biliary Cholangitis 
Christophe Corpechot, Olivier Chazouillères, Alexandra Rousseau, et al. 
N Engl J Med 2018; 378:2171-2181. June 7, 2018. DOI: 10.1056/NEJMoa1714519 
https://www.nejm.org/doi/full/10.1056/NEJMoa1714519 
 
Abstract 
Background 
Patients with primary biliary cholangitis who have an inadequate response to therapy with 
ursodeoxycholic acid are at high risk for disease progression. Fibrates, which are agonists 
of peroxisome proliferator–activated receptors, in combination with ursodeoxycholic acid, 
have shown potential benefit in patients with this condition. 
Methods 
In this 24-month, double-blind, placebo-controlled, phase 3 trial, we randomly assigned 
100 patients who had had an inadequate response to ursodeoxycholic acid according to 
the Paris 2 criteria to receive bezafibrate at a daily dose of 400 mg (50 patients), or 
placebo (50 patients), in addition to continued treatment with ursodeoxycholic acid. The 
primary outcome was a complete biochemical response, which was defined as normal 
levels of total bilirubin, alkaline phosphatase, aminotransferases, and albumin, as well as a 
normal prothrombin index (a derived measure of prothrombin time), at 24 months. 
Results 
The primary outcome occurred in 31% of the patients assigned to bezafibrate and in 0% 
assigned to placebo (difference, 31 percentage points; 95% confidence interval, 10 to 50; 
P<0.001). Normal levels of alkaline phosphatase were observed in 67% of the patients in 
the bezafibrate group and in 2% in the placebo group. Results regarding changes in 
pruritus, fatigue, and noninvasive measures of liver fibrosis, including liver stiffness and 
Enhanced Liver Fibrosis score, were consistent with the results of the primary outcome. 
Two patients in each group had complications from end-stage liver disease. The creatinine 
level increased 5% from baseline in the bezafibrate group and decreased 3% in the 
placebo group. Myalgia occurred in 20% of the patients in the bezafibrate group and in 
10% in the placebo group. 
Conclusions 
Among patients with primary biliary cholangitis who had had an inadequate response to 
ursodeoxycholic acid alone, treatment with bezafibrate in addition to ursodeoxycholic acid 
resulted in a rate of complete biochemical response that was significantly higher than the 

https://www.nejm.org/doi/full/10.1056/NEJMoa1714519


 

 - 11 - 

rate with placebo and ursodeoxycholic acid therapy. (Funded by Programme Hospitalier 
de Recherche Clinique and Arrow Génériques; BEZURSO ClinicalTrials.gov number, 
NCT01654731.) 
________________________________________________________________________ 

 

Five-Year Risk of Stroke after TIA or Minor Ischemic Stroke 
Pierre Amarenco, Philippa C. Lavallée, Linsay Monteiro Tavares, et al.  
N Engl J Med 2018; 378:2182-2190. June 7, 2018. DOI: 10.1056/NEJMoa1802712 
https://www.nejm.org/doi/full/10.1056/NEJMoa1802712 
 
Abstract 
Background 
After a transient ischemic attack (TIA) or minor stroke, the long-term risk of stroke and 
other vascular events is not well known. In this follow-up to a report on 1-year outcomes 
from a registry of TIA clinics in 21 countries that enrolled 4789 patients with a TIA or minor 
ischemic stroke from 2009 through 2011, we examined the 5-year risk of stroke and 
vascular events. 
Methods 
We evaluated patients who had had a TIA or minor stroke within 7 days before enrollment 
in the registry. Among 61 sites that participated in the 1-year outcome study, we selected 
42 sites that had follow-up data on more than 50% of their enrolled patients at 5 years. 
The primary outcome was a composite of stroke, acute coronary syndrome, or death from 
cardiovascular causes (whichever occurred first), with an emphasis on events that 
occurred in the second through fifth years. In calculating the cumulative incidence of the 
primary outcome and secondary outcomes (except death from any cause), we treated 
death as a competing risk. 
Results 
A total of 3847 patients were included in the 5-year follow-up study; the median 
percentage of patients with 5-year follow-up data per center was 92.3% (interquartile 
range, 83.4 to 97.8). The composite primary outcome occurred in 469 patients (estimated 
cumulative rate, 12.9%; 95% confidence interval [CI], 11.8 to 14.1), with 235 events 
(50.1%) occurring in the second through fifth years. At 5 years, strokes had occurred in 
345 patients (estimated cumulative rate, 9.5%; 95% CI, 8.5 to 10.5), with 149 of these 
patients (43.2%) having had a stroke during the second through fifth years. Rates of death 
from any cause, death from cardiovascular causes, intracranial hemorrhage, and major 
bleeding were 10.6%, 2.7%, 1.1%, and 1.5%, respectively, at 5 years. In multivariable 
analyses, ipsilateral large-artery atherosclerosis, cardioembolism, and a baseline ABCD2 
score for the risk of stroke (range, 0 to 7, with higher scores indicating greater risk) of 4 or 
more were each associated with an increased risk of subsequent stroke. 
Conclusions 
In a follow-up to a 1-year study involving patients who had a TIA or minor stroke, the rate 
of cardiovascular events including stroke in a selected cohort was 6.4% in the first year 
and 6.4% in the second through fifth years. (Funded by AstraZeneca and others.) 
________________________________________________________________________ 

 

Rivaroxaban for Stroke Prevention after Embolic Stroke of Undetermined Source 
Robert G. Hart, Mukul Sharma, Hardi Mundl,  
N Engl J Med 2018; 378:2191-2201. June 7, 2018. DOI: 10.1056/NEJMoa1802686 
https://www.nejm.org/doi/full/10.1056/NEJMoa1802686 
 

https://www.nejm.org/doi/full/10.1056/NEJMoa1802712
https://www.nejm.org/doi/full/10.1056/NEJMoa1802686
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Abstract 
Background 
Embolic strokes of undetermined source represent 20% of ischemic strokes and are 
associated with a high rate of recurrence. Anticoagulant treatment with rivaroxaban, an 
oral factor Xa inhibitor, may result in a lower risk of recurrent stroke than aspirin. 
Methods 
We compared the efficacy and safety of rivaroxaban (at a daily dose of 15 mg) with aspirin 
(at a daily dose of 100 mg) for the prevention of recurrent stroke in patients with recent 
ischemic stroke that was presumed to be from cerebral embolism but without arterial 
stenosis, lacune, or an identified cardioembolic source. The primary efficacy outcome was 
the first recurrence of ischemic or hemorrhagic stroke or systemic embolism in a time-to-
event analysis; the primary safety outcome was the rate of major bleeding. 
Results 
A total of 7213 participants were enrolled at 459 sites; 3609 patients were randomly 
assigned to receive rivaroxaban and 3604 to receive aspirin. Patients had been followed 
for a median of 11 months when the trial was terminated early because of a lack of benefit 
with regard to stroke risk and because of bleeding associated with rivaroxaban. The 
primary efficacy outcome occurred in 172 patients in the rivaroxaban group (annualized 
rate, 5.1%) and in 160 in the aspirin group (annualized rate, 4.8%) (hazard ratio, 1.07; 
95% confidence interval [CI], 0.87 to 1.33; P=0.52). Recurrent ischemic stroke occurred in 
158 patients in the rivaroxaban group (annualized rate, 4.7%) and in 156 in the aspirin 
group (annualized rate, 4.7%). Major bleeding occurred in 62 patients in the rivaroxaban 
group (annualized rate, 1.8%) and in 23 in the aspirin group (annualized rate, 0.7%) 
(hazard ratio, 2.72; 95% CI, 1.68 to 4.39; P<0.001). 
Conclusions 
Rivaroxaban was not superior to aspirin with regard to the prevention of recurrent stroke 
after an initial embolic stroke of undetermined source and was associated with a higher 
risk of bleeding. (Funded by Bayer and Janssen Research and Development; NAVIGATE 
ESUS ClinicalTrials.gov number, NCT02313909.) 
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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/ 
 

http://www.bmj.com/theBMJ
http://jama.ama-assn.org/
http://www.thelancet.com/
http://content.nejm.org/
https://www.evidence.nhs.uk/nhs-evidence-content/journals-and-databases
https://www.evidence.nhs.uk/nhs-evidence-content/journals-and-databases
https://www.evidence.nhs.uk/nhs-evidence-content/journals-and-databases
http://www.openathens.net/
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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
/ 
 

________________________________________________________________________ 

Library News 
________________________________________________________________________ 

 

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.derbyhospitalslibrary.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.derbyhospitalslibrary.co.uk/current-awareness 
 
 

https://openathens.nice.org.uk/
https://openathens.nice.org.uk/
http://www.derbyhospitalslibrary.co.uk/e-resources
https://openathens.nice.org.uk/
http://www.derbyhospitalslibrary.co.uk/current-awareness
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Library Training Programme 2018 

The Library & Knowledge Service will be offering the 

following training sessions in 2018: 

 

  
 

 Evidence-based Resources  
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 Literature Searching  

 Critical Appraisal: An Introduction  

 Reflective Writing  

 Undertaking Randomised Controlled Trials (RCT) 

Research: study design basics and critical appraisal   

 EndNote Reference Management System 

 Establishing a Journal Club       

 
 
 
 
 
For more information please go to the Training pages on our website, 
http://www.derbyhospitalslibrary.co.uk/training, or email 
suzanne.toft@nhs.net 
________________________________________________________________________ 

 

 
 
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."  

 
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. 
________________________________________________________________________ 
 
Produced by: Library & Knowledge Service 

http://www.derbyhospitalslibrary.co.uk/training
mailto:suzanne.toft@nhs.net
http://casereports.bmj.com/
http://casereports.bmj.com/site/about/guidelines.xhtml
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   Derby Teaching Hospitals NHS Foundation Trust 
 
Email:   dhft.libraryca@nhs.net 
 
Twitter:   Follow us on Twitter @DHFTLibrary 
 
Website:  www.derbyhospitalslibrary.co.uk/ 
________________________________________________________________________ 

mailto:dhft.libraryca@nhs.net
http://www.derbyhospitalslibrary.co.uk/

