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BMJ (17 February 2018, Vol. 360, No. 8141)  
 
Ischaemic stroke, haemorrhage, and mortality in older patients with chronic kidney 
disease newly started on anticoagulation for atrial fibrillation: a population based 
study from UK primary care 
Shankar Kumar, Simon de Lusignan, Andrew McGovern, et al.  
BMJ 2018; 360:k342 (Published 14 February 2018)  
http://www.bmj.com/content/360/bmj.k342 
 
Abstract 
Objective To assess the association between anticoagulation, ischaemic stroke, 
gastrointestinal and cerebral haemorrhage, and all cause mortality in older people with 
atrial fibrillation and chronic kidney disease. 
Design Propensity matched, population based, retrospective cohort analysis from January 
2006 through December 2016. 
Setting The Royal College of General Practitioners Research and Surveillance Centre 
database population of almost 2.73 million patients from 110 general practices across 
England and Wales. 
Participants Patients aged 65 years and over with a new diagnosis of atrial fibrillation and 
estimated glomerular filtration rate (eGFR) of <50 mL/min/1.73m2, calculated using the 
chronic kidney disease epidemiology collaboration creatinine equation. Patients with a 
previous diagnosis of atrial fibrillation or receiving anticoagulation in the preceding 120 
days were excluded, as were patients requiring dialysis and recipients of renal transplants. 
Intervention Receipt of an anticoagulant prescription within 60 days of atrial fibrillation 
diagnosis. 
Main outcome measures Ischaemic stroke, cerebral or gastrointestinal haemorrhage, 
and all cause mortality. 
Results 6977 patients with chronic kidney disease and newly diagnosed atrial fibrillation 
were identified, of whom 2434 were on anticoagulants within 60 days of diagnosis and 
4543 were not. 2434 pairs were matched using propensity scores by exposure to 
anticoagulant or none and followed for a median of 506 days. The crude rates for 
ischaemic stroke and haemorrhage were 4.6 and 1.2 after taking anticoagulants and 1.5 
and 0.4 in patients who were not taking anticoagulant per 100 person years, respectively. 
The hazard ratios for ischaemic stroke, haemorrhage, and all cause mortality for those on 
anticoagulants were 2.60 (95% confidence interval 2.00 to 3.38), 2.42 (1.44 to 4.05), and 
0.82 (0.74 to 0.91) compared with those who received no anticoagulation. 
Conclusion Giving anticoagulants to older people with concomitant atrial fibrillation and 
chronic kidney disease was associated with an increased rate of ischaemic stroke and 
haemorrhage but a paradoxical lowered rate of all cause mortality. Careful consideration 
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should be given before starting anticoagulants in older people with chronic kidney disease 
who develop atrial fibrillation. There remains an urgent need for adequately powered 
randomised trials in this population to explore these findings and to provide clarity on 
correct clinical management. 
________________________________________________________________________ 

 
Consumption of ultra-processed foods and cancer risk: results from NutriNet-Santé 
prospective cohort 
Thibault Fiolet, Bernard Srour, Laury Sellem, et al.  
BMJ 2018; 360:k322 (Published 14 February 2018)  
http://www.bmj.com/content/360/bmj.k322 
 
Abstract 
Objective To assess the prospective associations between consumption of ultra-
processed food and risk of cancer. 
Design Population based cohort study. 
Setting and participants 104 980 participants aged at least 18 years (median age 42.8 
years) from the French NutriNet-Santé cohort (2009-17). Dietary intakes were collected 
using repeated 24 hour dietary records, designed to register participants’ usual 
consumption for 3300 different food items. These were categorised according to their 
degree of processing by the NOVA classification. 
Main outcome measures Associations between ultra-processed food intake and risk of 
overall, breast, prostate, and colorectal cancer assessed by multivariable Cox proportional 
hazard models adjusted for known risk factors. 
Results Ultra-processed food intake was associated with higher overall cancer risk 
(n=2228 cases; hazard ratio for a 10% increment in the proportion of ultra-processed food 
in the diet 1.12 (95% confidence interval 1.06 to 1.18); P for trend<0.001) and breast 
cancer risk (n=739 cases; hazard ratio 1.11 (1.02 to 1.22); P for trend=0.02). These results 
remained statistically significant after adjustment for several markers of the nutritional 
quality of the diet (lipid, sodium, and carbohydrate intakes and/or a Western pattern 
derived by principal component analysis). 
Conclusions In this large prospective study, 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. Further studies are needed to better understand the 
relative effect of the various dimensions of processing (nutritional composition, food 
additives, contact materials, and neoformed contaminants) in these associations. 
Study registration Clinicaltrials.gov NCT03335644. 
________________________________________________________________________ 

 
Data sharing and reanalysis of randomized controlled trials in leading biomedical 
journals with a full data sharing policy: survey of studies published in The BMJ and 
PLOS Medicine 
Florian Naudet, Charlotte Sakarovitch, Perrine Janiaud, et al. 
BMJ 2018; 360:k400 (Published 13 February 2018)  
http://www.bmj.com/content/360/bmj.k400 
 
Abstract 
Objectives To explore the effectiveness of data sharing by randomized controlled trials 
(RCTs) in journals with a full data sharing policy and to describe potential difficulties 
encountered in the process of performing reanalyses of the primary outcomes. 

http://www.bmj.com/content/360/bmj.k322
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Design Survey of published RCTs. 
Setting PubMed/Medline. 
Eligibility criteria RCTs that had been submitted and published by The BMJ and PLOS 
Medicine subsequent to the adoption of data sharing policies by these journals. 
Main outcome measure The primary outcome was data availability, defined as the 
eventual receipt of complete data with clear labelling. Primary outcomes were reanalyzed 
to assess to what extent studies were reproduced. Difficulties encountered were 
described. 
Results 37 RCTs (21 from The BMJ and 16 from PLOS Medicine) published between 
2013 and 2016 met the eligibility criteria. 17/37 (46%, 95% confidence interval 30% to 
62%) satisfied the definition of data availability and 14 of the 17 (82%, 59% to 94%) were 
fully reproduced on all their primary outcomes. Of the remaining RCTs, errors were 
identified in two but reached similar conclusions and one paper did not provide enough 
information in the Methods section to reproduce the analyses. Difficulties identified 
included problems in contacting corresponding authors and lack of resources on their 
behalf in preparing the datasets. In addition, there was a range of different data sharing 
practices across study groups. 
Conclusions Data availability was not optimal in two journals with a strong policy for data 
sharing. When investigators shared data, most reanalyses largely reproduced the original 
results. Data sharing practices need to become more widespread and streamlined to allow 
meaningful reanalyses and reuse of data. 
Trial registration Open Science Framework osf.io/c4zke. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (20 February 2018, Vol. 319, No. 
7) 
 
Effect of Low-Fat vs Low-Carbohydrate Diet on 12-Month Weight Loss in Overweight 
Adults and the Association With Genotype Pattern or Insulin Secretion: The 
DIETFITS Randomized Clinical Trial 
Christopher D. Gardner, John F. Trepanowski, Liana C. Del Gobbo, et al. 
JAMA. 2018;319(7):667-679. doi:10.1001/jama.2018.0245 
https://jamanetwork.com/journals/jama/article-abstract/2673150 
 
Abstract 
Importance Dietary modification remains key to successful weight loss. Yet, no one 
dietary strategy is consistently superior to others for the general population. Previous 
research suggests genotype or insulin-glucose dynamics may modify the effects of diets. 
Objective To determine the effect of a healthy low-fat (HLF) diet vs a healthy low-
carbohydrate (HLC) diet on weight change and if genotype pattern or insulin secretion are 
related to the dietary effects on weight loss. 
Design, Setting, and Participants The Diet Intervention Examining The Factors 
Interacting with Treatment Success (DIETFITS) randomized clinical trial included 609 
adults aged 18 to 50 years without diabetes with a body mass index between 28 and 40. 
The trial enrollment was from January 29, 2013, through April 14, 2015; the date of final 
follow-up was May 16, 2016. Participants were randomized to the 12-month HLF or HLC 
diet. The study also tested whether 3 single-nucleotide polymorphism multilocus genotype 
responsiveness patterns or insulin secretion (INS-30; blood concentration of insulin 30 
minutes after a glucose challenge) were associated with weight loss. 
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Interventions Health educators delivered the behavior modification intervention to HLF 
(n = 305) and HLC (n = 304) participants via 22 diet-specific small group sessions 
administered over 12 months. The sessions focused on ways to achieve the lowest fat or 
carbohydrate intake that could be maintained long-term and emphasized diet quality. 
Main Outcomes and Measures Primary outcome was 12-month weight change and 
determination of whether there were significant interactions among diet type and genotype 
pattern, diet and insulin secretion, and diet and weight loss. 
Results Among 609 participants randomized (mean age, 40 [SD, 7] years; 57% women; 
mean body mass index, 33 [SD, 3]; 244 [40%] had a low-fat genotype; 180 [30%] had a 
low-carbohydrate genotype; mean baseline INS-30, 93 μIU/mL), 481 (79%) completed the 
trial. In the HLF vs HLC diets, respectively, the mean 12-month macronutrient distributions 
were 48% vs 30% for carbohydrates, 29% vs 45% for fat, and 21% vs 23% for protein. 
Weight change at 12 months was −5.3 kg for the HLF diet vs −6.0 kg for the HLC diet 
(mean between-group difference, 0.7 kg [95% CI, −0.2 to 1.6 kg]). There was no 
significant diet-genotype pattern interaction (P = .20) or diet-insulin secretion (INS-30) 
interaction (P = .47) with 12-month weight loss. There were 18 adverse events or serious 
adverse events that were evenly distributed across the 2 diet groups. 
Conclusions and Relevance In this 12-month weight loss diet study, there was no 
significant difference in weight change between a healthy low-fat diet vs a healthy low-
carbohydrate diet, and neither genotype pattern nor baseline insulin secretion was 
associated with the dietary effects on weight loss. In the context of these 2 common weight 
loss diet approaches, neither of the 2 hypothesized predisposing factors was helpful in 
identifying which diet was better for whom. 
Trial Registration clinicaltrials.gov Identifier: NCT01826591 
________________________________________________________________________ 

 
Effect of Haloperidol on Survival Among Critically Ill Adults With a High Risk of 
Delirium: The REDUCE Randomized Clinical Trial 
Mark van den Boogaard, Arjen J. C. Slooter, Roger J. M. Brüggemann, et al. 
JAMA. 2018;319(7):680-690. doi:10.1001/jama.2018.0160 
https://jamanetwork.com/journals/jama/fullarticle/2673149 
 
Abstract 
Importance Results of studies on use of prophylactic haloperidol in critically ill adults are 
inconclusive, especially in patients at high risk of delirium. 
Objective To determine whether prophylactic use of haloperidol improves survival among 
critically ill adults at high risk of delirium, which was defined as an anticipated intensive 
care unit (ICU) stay of at least 2 days. 
Design, Setting, and Participants Randomized, double-blind, placebo-controlled 
investigator-driven study involving 1789 critically ill adults treated at 21 ICUs, at which 
nonpharmacological interventions for delirium prevention are routinely used in the 
Netherlands. Patients without delirium whose expected ICU stay was at least a day were 
included. Recruitment was from July 2013 to December 2016 and follow-up was 
conducted at 90 days with the final follow-up on March 1, 2017. 
Interventions Patients received prophylactic treatment 3 times daily intravenously either 1 
mg (n = 350) or 2 mg (n = 732) of haloperidol or placebo (n = 707), consisting of 0.9% 
sodium chloride. 
Main Outcome and Measures The primary outcome was the number of days that 
patients survived in 28 days. There were 15 secondary outcomes, including delirium 
incidence, 28-day delirium-free and coma-free days, duration of mechanical ventilation, 
and ICU and hospital length of stay. 
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Results All 1789 randomized patients (mean, age 66.6 years [SD, 12.6]; 1099 men 
[61.4%]) completed the study. The 1-mg haloperidol group was prematurely stopped 
because of futility. There was no difference in the median days patients survived in 28 
days, 28 days in the 2-mg haloperidol group vs 28 days in the placebo group, for a 
difference of 0 days (95% CI, 0-0; P = .93) and a hazard ratio of 1.003 (95% CI, 0.78-
1.30, P=.82). All of the 15 secondary outcomes were not statistically different. These 
included delirium incidence (mean difference, 1.5%, 95% CI, −3.6% to 6.7%), delirium-free 
and coma-free days (mean difference, 0 days, 95% CI, 0-0 days), and duration of 
mechanical ventilation, ICU, and hospital length of stay (mean difference, 0 days, 95% CI, 
0-0 days for all 3 measures). The number of reported adverse effects did not differ 
between groups (2 [0.3%] for the 2-mg haloperidol group vs 1 [0.1%] for the placebo 
group). 
Conclusions and Relevance Among critically ill adults at high risk of delirium, the use of 
prophylactic haloperidol compared with placebo did not improve survival at 28 days. These 
findings do not support the use of prophylactic haloperidol for reducing mortality in critically 
ill adults. 
Trial Registration clinicaltrials.gov Identifier: NCT01785290. 
________________________________________________________________________ 

 
Administrative Costs Associated With Physician Billing and Insurance-Related 
Activities at an Academic Health Care System 
Phillip Tseng, Robert S. Kaplan, Barak D. Richman et al.  
JAMA. 2018;319(7):691-697. doi:10.1001/jama.2017.19148 
https://jamanetwork.com/journals/jama/article-abstract/2673148 
 
Abstract 
Importance Administrative costs in the US health care system are an important 
component of total health care spending, and a substantial proportion of these costs are 
attributable to billing and insurance-related activities. 
Objective To examine and estimate the administrative costs associated with physician 
billing activities in a large academic health care system with a certified electronic health 
record system. 
Design, Setting, and Participants This study used time-driven activity-based costing. 
Interviews were conducted with 27 health system administrators and 34 physicians in 2016 
and 2017 to construct a process map charting the path of an insurance claim through the 
revenue cycle management process. These data were used to calculate the cost for each 
major billing and insurance-related activity and were aggregated to estimate the health 
system’s total cost of processing an insurance claim. 
Exposures Estimated time required to perform billing and insurance-related activities, 
based on interviews with management personnel and physicians. 
Main Outcomes and Measures Estimated billing and insurance-related costs for 5 types 
of patient encounters: primary care visits, discharged emergency department visits, 
general medicine inpatient stays, ambulatory surgical procedures, and inpatient surgical 
procedures. 
Results Estimated processing time and total costs for billing and insurance-related 
activities were 13 minutes and $20.49 for a primary care visit, 32 minutes and $61.54 for a 
discharged emergency department visit, 73 minutes and $124.26 for a general inpatient 
stay, 75 minutes and $170.40 for an ambulatory surgical procedure, and 100 minutes and 
$215.10 for an inpatient surgical procedure. Of these totals, time and costs for activities 
carried out by physicians were estimated at a median of 3 minutes or $6.36 for a primary 
care visit, 3 minutes or $10.97 for an emergency department visit, 5 minutes or $13.29 for 
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a general inpatient stay, 15 minutes or $51.20 for an ambulatory surgical procedure, and 
15 minutes or $51.20 for an inpatient surgical procedure. Of professional revenue, 
professional billing costs were estimated to represent 14.5% for primary care visits, 25.2% 
for emergency department visits, 8.0% for general medicine inpatient stays, 13.4% for 
ambulatory surgical procedures, and 3.1% for inpatient surgical procedures. 
Conclusions and Relevance In a time-driven activity-based costing study in a large 
academic health care system with a certified electronic health record system, the 
estimated costs of billing and insurance-related activities ranged from $20 for a primary 
care visit to $215 for an inpatient surgical procedure. Knowledge of how specific billing and 
insurance-related activities contribute to administrative costs may help inform policy 
solutions to reduce these expenses. 

Back to Contents 
________________________________________________________________________ 

 

The Lancet (17 February 2018, Vol. 391, No. 10121) 
 
Acalabrutinib in relapsed or refractory mantle cell lymphoma (ACE-LY-004): a 
single-arm, multicentre, phase 2 trial 
Michael Wang, Simon Rule, Pier Luigi Zinzani, et al. 
The Lancet, Volume 391, No. 10121, p659–667, 17 February 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)33108-2/fulltext 
 
Summary 
Background 
Bruton tyrosine kinase is a clinically validated target in mantle cell lymphoma. 
Acalabrutinib (ACP-196) is a highly selective, potent Bruton tyrosine kinase inhibitor 
developed to minimise off-target activity. 
Methods 
In this open-label, phase 2 study, oral acalabrutinib (100 mg twice per day) was given to 
patients with relapsed or refractory mantle cell lymphoma, until disease progression or 
unacceptable toxicity. The primary endpoint was overall response assessed according to 
the Lugano classification, and safety analyses were done in all participants. This trial is 
registered with ClinicalTrials.gov, number NCT02213926. 
Findings 
From March 12, 2015, to Jan 5, 2016, 124 patients with relapsed or refractory mantle cell 
lymphoma were enrolled and all patients received treatment; median age 68 years. 
Patients received a median of two (IQR 1–2) previous therapies. At a median follow-up of 
15·2 months, 100 (81%) patients achieved an overall response and 49 (40%) patients 
achieved a complete response. The Kaplan-Meier estimated medians for duration of 
response, progression-free survival, and overall survival were not reached; the 12-month 
rates were 72% (95% CI 62–80), 67% (58–75), and 87% (79–92%), respectively. The 
most common adverse events were primarily grade 1 or 2 and were headache (47 [38%]), 
diarrhoea (38 [31%]), fatigue (34 [27%]), and myalgia (26 [21%]). The most common grade 
3 or worse adverse events were neutropenia (13 [10%]), anaemia (11 [9%]), and 
pneumonia (six [5%]). There were no cases of atrial fibrillation and one case of grade 3 or 
worse haemorrhage. The median duration of treatment was 13·8 months. Treatment was 
discontinued in 54 (44%) patients, primarily due to progressive disease (39 [31%]) and 
adverse events (seven [6%]). 
Interpretation 
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Acalabrutinib treatment provided a high rate of durable responses and a favourable safety 
profile in patients with relapsed or refractory mantle cell lymphoma. These findings 
suggest an important role for acalabrutinib in the treatment of this disease population. 
Funding 
Acerta Pharma, a member of the AstraZeneca Group. 
________________________________________________________________________ 

 
Adjunctive rifampicin for Staphylococcus aureus bacteraemia (ARREST): a 
multicentre, randomised, double-blind, placebo-controlled trial 
Guy E Thwaites, Matthew Scarborough, Alexander Szubert, et al. on behalf of the United 
Kingdom Clinical Infection Research Group (UKCIRG) 
The Lancet, Volume 391, No. 10121, p668–678, 17 February 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32456-X/fulltext 
 
Summary 
Background 
Staphylococcus aureus bacteraemia is a common cause of severe community-acquired 
and hospital-acquired infection worldwide. We tested the hypothesis that adjunctive 
rifampicin would reduce bacteriologically confirmed treatment failure or disease 
recurrence, or death, by enhancing early S aureus killing, sterilising infected foci and blood 
faster, and reducing risks of dissemination and metastatic infection. 
Methods 
In this multicentre, randomised, double-blind, placebo-controlled trial, adults (≥18 years) 
with S aureus bacteraemia who had received ≤96 h of active antibiotic therapy were 
recruited from 29 UK hospitals. Patients were randomly assigned (1:1) via a computer-
generated sequential randomisation list to receive 2 weeks of adjunctive rifampicin (600 
mg or 900 mg per day according to weight, oral or intravenous) versus identical placebo, 
together with standard antibiotic therapy. Randomisation was stratified by centre. Patients, 
investigators, and those caring for the patients were masked to group allocation. The 
primary outcome was time to bacteriologically confirmed treatment failure or disease 
recurrence, or death (all-cause), from randomisation to 12 weeks, adjudicated by an 
independent review committee masked to the treatment. Analysis was intention to treat. 
This trial was registered, number ISRCTN37666216, and is closed to new participants. 
Findings 
Between Dec 10, 2012, and Oct 25, 2016, 758 eligible participants were randomly 
assigned: 370 to rifampicin and 388 to placebo. 485 (64%) participants had community-
acquired S aureus infections, and 132 (17%) had nosocomial S aureus infections. 47 (6%) 
had meticillin-resistant infections. 301 (40%) participants had an initial deep infection 
focus. Standard antibiotics were given for 29 (IQR 18–45) days; 619 (82%) participants 
received flucloxacillin. By week 12, 62 (17%) of participants who received rifampicin 
versus 71 (18%) who received placebo experienced treatment failure or disease 
recurrence, or died (absolute risk difference −1·4%, 95% CI −7·0 to 4·3; hazard ratio 0·96, 
0·68–1·35, p=0·81). From randomisation to 12 weeks, no evidence of differences in 
serious (p=0·17) or grade 3–4 (p=0·36) adverse events were observed; however, 63 
(17%) participants in the rifampicin group versus 39 (10%) in the placebo group had 
antibiotic or trial drug-modifying adverse events (p=0·004), and 24 (6%) versus six (2%) 
had drug interactions (p=0·0005). 
Interpretation 
Adjunctive rifampicin provided no overall benefit over standard antibiotic therapy in adults 
with S aureus bacteraemia. 
Funding 
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UK National Institute for Health Research Health Technology Assessment. 
________________________________________________________________________ 

 
Transparency about the outcomes of mental health services (IAPT approach): an 
analysis of public data 
David M Clark, Lauren Canvin, John Green, et al. 
The Lancet, Volume 391, No. 10121, p679–686, 17 February 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32133-5/fulltext 
 
Summary 
Background 
Internationally, the clinical outcomes of routine mental health services are rarely recorded 
or reported; however, an exception is the English Improving Access to Psychological 
Therapies (IAPT) service, which delivers psychological therapies recommended by the 
National Institute for Health and Care Excellence for depression and anxiety disorders to 
more than 537 000 patients in the UK each year. A session-by-session outcome 
monitoring system ensures that IAPT obtains symptom scores before and after treatment 
for 98% of patients. Service outcomes can then be reported, along with contextual 
information, on public websites. 
Methods 
We used publicly available data to identify predictors of variability in clinical performance. 
Using β regression models, we analysed the outcome data released by National Health 
Service Digital and Public Health England for the 2014–15 financial year (April 1, 2014, to 
March 31, 2015) and developed a predictive model of reliable improvement and reliable 
recovery. We then tested whether these predictors were also associated with changes in 
service outcome between 2014–15 and 2015–16. 
Findings 
Five service organisation features predicted clinical outcomes in 2014–15. Percentage of 
cases with a problem descriptor, number of treatment sessions, and percentage of 
referrals treated were positively associated with outcome. The time waited to start 
treatment and percentage of appointments missed were negatively associated with 
outcome. Additive odd ratios suggest that moving from the lowest to highest level on an 
organisational factor could improve service outcomes by 11–42%, dependent on the 
factor. Consistent with a causal model, most organisational factors also predicted 
between-year changes in outcome, together accounting for 33% of variance in reliable 
improvement and 22% for reliable recovery. Social deprivation was negatively associated 
with some outcomes, but the effect was partly mitigated by the organisational factors. 
Interpretation 
Traditionally, efforts to improve mental health outcomes have largely focused on the 
development of new and more effective treatments. Our analyses show that the way 
psychological therapy services are implemented could be similarly important. Mental 
health services elsewhere in the UK and in other countries might benefit from adopting 
IAPT's approach to recording and publicly reporting clinical outcomes. 
Funding 
Wellcome Trust. 

Back to Contents 
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The New England Journal of Medicine (15 February 2018, Vol. 378, No. 7) 
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Outcomes after Angiography with Sodium Bicarbonate and Acetylcysteine 
Steven D. Weisbord, Martin Gallagher, Hani Jneid, et al. 
N Engl J Med 2018; 378:603-614. February 15, 2018. DOI: 10.1056/NEJMoa1710933 
http://www.nejm.org/doi/full/10.1056/NEJMoa1710933 
 
Abstract 
Background 
Intravenous sodium bicarbonate and oral acetylcysteine are widely used to prevent acute 
kidney injury and associated adverse outcomes after angiography without definitive 
evidence of their efficacy. 
Methods 
Using a 2-by-2 factorial design, we randomly assigned 5177 patients at high risk for renal 
complications who were scheduled for angiography to receive intravenous 1.26% sodium 
bicarbonate or intravenous 0.9% sodium chloride and 5 days of oral acetylcysteine or oral 
placebo; of these patients, 4993 were included in the modified intention-to-treat analysis. 
The primary end point was a composite of death, the need for dialysis, or a persistent 
increase of at least 50% from baseline in the serum creatinine level at 90 days. Contrast-
associated acute kidney injury was a secondary end point. 
Results 
The sponsor stopped the trial after a prespecified interim analysis. There was no 
interaction between sodium bicarbonate and acetylcysteine with respect to the primary end 
point (P=0.33). The primary end point occurred in 110 of 2511 patients (4.4%) in the 
sodium bicarbonate group as compared with 116 of 2482 (4.7%) in the sodium chloride 
group (odds ratio, 0.93; 95% confidence interval [CI], 0.72 to 1.22; P=0.62) and in 114 of 
2495 patients (4.6%) in the acetylcysteine group as compared with 112 of 2498 (4.5%) in 
the placebo group (odds ratio, 1.02; 95% CI, 0.78 to 1.33; P=0.88). There were no 
significant between-group differences in the rates of contrast-associated acute kidney 
injury. 
Conclusions 
Among patients at high risk for renal complications who were undergoing angiography, 
there was no benefit of intravenous sodium bicarbonate over intravenous sodium chloride 
or of oral acetylcysteine over placebo for the prevention of death, need for dialysis, or 
persistent decline in kidney function at 90 days or for the prevention of contrast-associated 
acute kidney injury. (Funded by the U.S. Department of Veterans Affairs Office of 
Research and Development and the National Health and Medical Research Council of 
Australia; PRESERVE ClinicalTrials.gov number, NCT01467466.) 
________________________________________________________________________ 

 
Edoxoban for the Treatment of Cancer-Associated Venous Thromboembolism 
Gary E. Raskob, Nick van Es, Peter Verhamme, et al. 
N Engl J Med 2018; 378:615-624. February 15, 2018. DOI: 10.1056/NEJMoa1711948 
http://www.nejm.org/doi/full/10.1056/NEJMoa1711948 
 
Abstract 
Background 
Low-molecular-weight heparin is the standard treatment for cancer-associated venous 
thromboembolism. The role of treatment with direct oral anticoagulant agents is unclear. 
Methods 
In this open-label, noninferiority trial, we randomly assigned patients with cancer who had 
acute symptomatic or incidental venous thromboembolism to receive either low-molecular-
weight heparin for at least 5 days followed by oral edoxaban at a dose of 60 mg once daily 
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(edoxaban group) or subcutaneous dalteparin at a dose of 200 IU per kilogram of body 
weight once daily for 1 month followed by dalteparin at a dose of 150 IU per kilogram once 
daily (dalteparin group). Treatment was given for at least 6 months and up to 12 months. 
The primary outcome was a composite of recurrent venous thromboembolism or major 
bleeding during the 12 months after randomization, regardless of treatment duration. 
Results 
Of the 1050 patients who underwent randomization, 1046 were included in the modified 
intention-to-treat analysis. A primary-outcome event occurred in 67 of the 522 patients 
(12.8%) in the edoxaban group as compared with 71 of the 524 patients (13.5%) in the 
dalteparin group (hazard ratio, 0.97; 95% confidence interval [CI], 0.70 to 1.36; P=0.006 
for noninferiority; P=0.87 for superiority). Recurrent venous thromboembolism occurred in 
41 patients (7.9%) in the edoxaban group and in 59 patients (11.3%) in the dalteparin 
group (difference in risk, −3.4 percentage points; 95% CI, −7.0 to 0.2). Major bleeding 
occurred in 36 patients (6.9%) in the edoxaban group and in 21 patients (4.0%) in the 
dalteparin group (difference in risk, 2.9 percentage points; 95% CI, 0.1 to 5.6). 
Conclusions 
Oral edoxaban was noninferior to subcutaneous dalteparin with respect to the composite 
outcome of recurrent venous thromboembolism or major bleeding. The rate of recurrent 
venous thromboembolism was lower but the rate of major bleeding was higher with 
edoxaban than with dalteparin. (Funded by Daiichi Sankyo; Hokusai VTE Cancer 
ClinicalTrials.gov number, NCT02073682 
________________________________________________________________________ 

 

Nusinersen versus ShamControl in Later-Onset Spinal Muscular Atrophy 
Eugenio Mercuri, Basil T. Darras, Claudia A. Chiriboga, et al. 
N Engl J Med 2018; 378:625-635. February 15, 2018. DOI: 10.1056/NEJMoa1710504 
http://www.nejm.org/doi/full/10.1056/NEJMoa1710504 
 

Abstract 
Background 
Nusinersen is an antisense oligonucleotide drug that modulates pre–messenger RNA 
splicing of the survival motor neuron 2 (SMN2) gene. It has been developed for the 
treatment of spinal muscular atrophy (SMA). 
Methods 
We conducted a multicenter, double-blind, sham-controlled, phase 3 trial of nusinersen in 
126 children with SMA who had symptom onset after 6 months of age. The children were 
randomly assigned, in a 2:1 ratio, to undergo intrathecal administration of nusinersen at a 
dose of 12 mg (nusinersen group) or a sham procedure (control group) on days 1, 29, 85, 
and 274. The primary end point was the least-squares mean change from baseline in the 
Hammersmith Functional Motor Scale–Expanded (HFMSE) score at 15 months of 
treatment; HFMSE scores range from 0 to 66, with higher scores indicating better motor 
function. Secondary end points included the percentage of children with a clinically 
meaningful increase from baseline in the HFMSE score (≥3 points), an outcome that 
indicates improvement in at least two motor skills. 
Results 
In the prespecified interim analysis, there was a least-squares mean increase from 
baseline to month 15 in the HFMSE score in the nusinersen group (by 4.0 points) and a 
least-squares mean decrease in the control group (by –1.9 points), with a significant 
between-group difference favoring nusinersen (least-squares mean difference in change, 
5.9 points; 95% confidence interval, 3.7 to 8.1; P<0.001). This result prompted early 
termination of the trial. Results of the final analysis were consistent with results of the 

http://www.nejm.org/doi/full/10.1056/NEJMoa1710504
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interim analysis. In the final analysis, 57% of the children in the nusinersen group as 
compared with 26% in the control group had an increase from baseline to month 15 in the 
HFMSE score of at least 3 points (P<0.001), and the overall incidence of adverse events 
was similar in the nusinersen group and the control group (93% and 100%, respectively). 
Conclusions 
Among children with later-onset SMA, those who received nusinersen had significant and 
clinically meaningful improvement in motor function as compared with those in the control 
group. (Funded by Biogen and Ionis Pharmaceuticals; CHERISH ClinicalTrials.gov 
number, NCT02292537.) 
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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. 

 

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/
https://openathens.nice.org.uk/
https://openathens.nice.org.uk/
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Also provides access to 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 
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Library Training Programme 2018 

The Library & Knowledge Service will be offering the 

following training sessions in 2018: 

 

  
 

• Evidence-based Resources  

• Literature Searching  

• Critical Appraisal: An Introduction  

• Reflective Writing  

• Undertaking Randomised Controlled Trials (RCT) 

Research: study design basics and critical appraisal   

• EndNote Reference Management System 

http://www.derbyhospitalslibrary.co.uk/e-resources
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• 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 
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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. 
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