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Doctor Referral of Overweight People to Low Energy total diet replacement 
Treatment (DROPLET): Pragmatic randomised controlled trial 
Nerys M Astbury, Paul Aveyard, Alecia Nickless, et al. 
BMJ 2018; 362 (Published 26 September 2018) 
https://www.bmj.com/content/362/bmj.k3760 
 
Abstract 
Objective To test the effectiveness and safety of a total diet replacement (TDR) 
programme for routine treatment of obesity in a primary care setting. 
Design Pragmatic, two arm, parallel group, open label, individually randomised controlled 
trial. 
Setting 10 primary care practices in Oxfordshire, UK. 
Participants 278 adults who were obese and seeking support to lose weight: 138 were 
assigned to the TDR programme and 140 to usual care. 73% of participants were re-
measured at 12 months. 
Interventions The TDR programme comprised weekly behavioural support for 12 weeks 
and monthly support for three months, with formula food products providing 810 kcal/day 
(3389 kJ/day) as the sole food during the first eight weeks followed by reintroduction of 
food. Usual care comprised behavioural support for weight loss from a practice nurse and 
a diet programme with modest energy restriction. 
Main outcome measures The primary outcome was weight change at 12 months 
analysed as intention to treat with mixed effects models. Secondary outcomes included 
biomarkers of cardiovascular and metabolic risk. Adverse events were recorded. 
Results Participants in the TDR group lost more weight (−10.7 kg) than those in the usual 
care group (−3.1 kg): adjusted mean difference −7.2 kg (95% confidence interval −9.4 to 
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−4.9 kg). 45% of participants in the TDR group and 15% in the usual care group 
experienced weight losses of 10% or more. The TDR group showed greater improvements 
in biomarkers of cardiovascular and metabolic risk than the usual care group. 11% of 
participants in the TDR group and 12% in the usual care group experienced adverse 
events of moderate or greater severity. 
Conclusions Compared with regular weight loss support from a practice nurse, a 
programme of weekly behavioural support and total diet replacement providing 810 
kcal/day seems to be tolerable, and leads to substantially greater weight loss and greater 
improvements in the risk of cardiometabolic disease. 
________________________________________________________________________ 

 
Use of N-nitrosodimethylamine (NDMA) contaminated valsartan products and risk of 
cancer: Danish nationwide cohort study 
Anton Pottegård, Kasper Bruun Kristensen, Martin Thomsen Ernst, et al. 
BMJ 2018; 362 (Published 12 September 2018) 
https://www.bmj.com/content/362/bmj.k3851 
 
Abstract 
Objective To perform an expedited assessment of cancer risk associated with exposure to 
N-nitrosodimethylamine (NDMA) through contaminated valsartan products. 
Design Nationwide cohort study. 
Setting Danish health registries on individual level prescription drug use, cancer 
occurrence, and hospital diagnoses. 
Participants 5150 Danish patients with no history of cancer, aged 40 years or older, and 
using valsartan at 1 January 2012 or initiating use between 1 January 2012 and 30 June 
2017. Participants were followed from one year after cohort entry (lag time period) until 
experiencing a cancer outcome, death, migration, or end of study period (30 June 2018). 
Each participant’s exposure to NDMA (ever exposure and predefined categories of 
cumulative valsartan exposure) was mapped out as a time varying variable while also 
applying a one year lag. 
Main outcome measures Association between NDMA exposure and a primary composite 
endpoint comprising all cancers except non-melanoma skin cancer, estimated using Cox 
regression. In supplementary analyses, the risk of individual cancers was determined. 
Results The final cohort comprised 5150 people followed for a median of 4.6 years. In 
total, 3625 cohort participants contributed 7344 person years classified as unexposed to 
NDMA, and 3450 participants contributed 11 920 person years classified as ever exposed 
to NDMA. With 104 cancer outcomes among NDMA unexposed participants and 198 
among exposed participants, the adjusted hazard ratio for overall cancer was 1.09 (95% 
confidence interval 0.85 to 1.41), with no evidence of a dose-response relation (P=0.70). 
For single cancer outcomes, increases in risk were observed for colorectal cancer (hazard 
ratio 1.46, 95% confidence interval 0.79 to 2.73) and for uterine cancer (1.81, 0.55 to 
5.90), although with wide confidence intervals that included the null. 
Conclusions The results do not imply a markedly increased short term overall risk of 
cancer in users of valsartan contaminated with NDMA. However, uncertainty persists 
about single cancer outcomes, and studies with longer follow-up are needed to assess 
long term cancer risk. 
________________________________________________________________________ 
 
Association between contemporary hormonal contraception and ovarian cancer in 
women of reproductive age in Denmark: Prospective, nationwide cohort study 
Lisa Iversen, Shona Fielding, Øjvind Lidegaard, et al. 

https://www.bmj.com/content/362/bmj.k3851
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BMJ 2018; 362 (Published 26 September 2018) 
https://www.bmj.com/content/362/bmj.k3609 
 
Abstract 
Objectives To investigate the association between contemporary combined hormonal 
contraceptives (including progestogen types in combined preparations and all 
progestogen-only products) and overall and specific types of ovarian cancer. 
Design Prospective, nationwide cohort study. 
Setting Denmark, 1995-2014. 
Participants All women aged 15-49 years during 1995-2014 were eligible. Women were 
excluded if they immigrated after 1995, had cancer (except non-melanoma skin cancer), 
had venous thrombosis, or were treated for infertility before entry (final study population 
included 1 879 227 women). Women were categorised as never users (no record of being 
dispensed hormonal contraception), current or recent users (≤1 year after stopping use), 
or former users (>1 year after stopping use) of different hormonal contraceptives. 
Main outcome measures Poisson regression was used to calculate relative risk of 
ovarian cancer among users of any contemporary combined hormonal contraceptives and 
by progestogen type in combined preparations and all progestogen-only products, 
including non-oral preparations. Separate analyses examined women followed up to their 
first contraception type switch and those with full contraceptive histories. Duration, time 
since last use, and tumour histology were examined and the population prevented fraction 
were calculated. 
Results During 21.4 million person years, 1249 incident ovarian cancers occurred. Among 
ever users of hormonal contraception, 478 ovarian cancers were recorded over 13 344 531 
person years. Never users had 771 ovarian cancers during 8 150 250 person years. 
Compared with never users, reduced risks of ovarian cancer occurred with current or 
recent use and former use of any hormonal contraception (relative risk 0.58 (95% 
confidence interval 0.49 to 0.68) and 0.77 (0.66 to 0.91), respectively). Relative risks 
among current or recent users decreased with increasing duration (from 0.82 (0.59 to 
1.12) with ≤1 year use to 0.26 (0.16 to 0.43) with >10 years’ use; P<0.001 for trend). 
Similar results were achieved among women followed up to their first switch in 
contraceptive type. Little evidence of major differences in risk estimates by tumour type or 
progestogen content of combined oral contraceptives was seen. Use of progestogen-only 
products were not associated with ovarian cancer risk. Among ever users of hormonal 
contraception, the reduction in the age standardised absolute rate of ovarian cancer was 
3.2 per 100 000 person years. Based on the relative risk for the never use versus ever use 
categories of hormonal contraception (0.66), the population prevented fraction was 
estimated to be 21%—that is, use of hormonal contraception prevented 21% of ovarian 
cancers in the study population. 
Conclusions Use of contemporary combined hormonal contraceptives is associated with 
a reduction in ovarian cancer risk in women of reproductive age—an effect related to 
duration of use, which diminishes after stopping use. These data suggest no protective 
effect from progestogen-only products. 
________________________________________________________________________ 

 
Association between physician US News & World Report medical school ranking 
and patient outcomes and costs of care: Observational study 
Yusuke Tsugawa, Daniel M Blumenthal, Ashish K Jha, et al. 
BMJ 2018; 362 (Published 26 September 2018) 
https://www.bmj.com/content/362/bmj.k3640 
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Abstract 
Objective To investigate whether the US News & World Report (USNWR) ranking of the 
medical school a physician attended is associated with patient outcomes and healthcare 
spending. 
Design Observational study. 
Setting Medicare, 2011-15. 
Participants 20% random sample of Medicare fee-for-service beneficiaries aged 65 years 
or older (n=996 212), who were admitted as an emergency to hospital with a medical 
condition and treated by general internists. 
Main outcome measures Association between the USNWR ranking of the medical school 
a physician attended and the physician’s patient outcomes (30 day mortality and 30 day 
readmission rates) and Medicare Part B spending, adjusted for patient and physician 
characteristics and hospital fixed effects (which effectively compared physicians practicing 
within the same hospital). A sensitivity analysis employed a natural experiment by focusing 
on patients treated by hospitalists, because patients are plausibly randomly assigned to 
hospitalists based on their specific work schedules. Alternative rankings of medical 
schools based on social mission score or National Institute of Health (NIH) funding were 
also investigated. 
Results 996 212 admissions treated by 30 322 physicians were examined for the analysis 
of mortality. When using USNWR primary care rankings, physicians who graduated from 
higher ranked schools had slightly lower 30 day readmission rates (adjusted rate 15.7% for 
top 10 schools v 16.1% for schools ranked ≥50; adjusted risk difference 0.4%, 95% 
confidence interval 0.1% to 0.8%; P for trend=0.005) and lower spending (adjusted Part B 
spending $1029 (£790; €881) v $1066; adjusted difference $36, 95% confidence interval 
$20 to $52; P for trend <0.001) compared with graduates of lower ranked schools, but no 
difference in 30 day mortality. When using USNWR research rankings, physicians 
graduating from higher ranked schools had slightly lower healthcare spending than 
graduates from lower ranked schools, but no differences in patient mortality or 
readmissions. A sensitivity analysis restricted to patients treated by hospitalists yielded 
similar findings. Little or no relation was found between alternative rankings (based on 
social mission score or NIH funding) and patient outcomes or costs of care. 
Conclusions Overall, little or no relation was found between the USNWR ranking of the 
medical school from which a physician graduated and subsequent patient mortality or 
readmission rates. Physicians who graduated from highly ranked medical schools had 
slightly lower spending than graduates of lower ranked schools. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (2 October 2018, Vol. 320, No. 
13) 
 
Effect of Early Surgery vs Physical Therapy on Knee Function Among Patients With 
Nonobstructive Meniscal Tears: The ESCAPE Randomized Clinical Trial 
Victor A. van de Graaf, Julia C. A. Noorduyn, Nienke W. Willigenburg, et al. for the 
ESCAPE Research Group  
JAMA.  2018; 320 (13): 1328-1337.  
https://jamanetwork.com/journals/jama/fullarticle/2705186 
 
Abstract 
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Importance Despite recent studies suggesting arthroscopic partial meniscectomy (APM) 
is not more effective than physical therapy (PT), the procedure is still frequently performed 
in patients with meniscal tears. 
Objective To assess whether PT is noninferior to APM for improving patient-reported knee 
function in patients with meniscal tears. 
Design, Setting, and Participants Noninferiority, multicenter, randomized clinical trial 
conducted in 9 hospitals in the Netherlands. Participants were aged 45 to 70 years with 
nonobstructive meniscal tears (ie, no locking of the knee joint). Patients with knee 
instability, severe osteoarthritis, and body mass index greater than 35 were excluded. 
Recruitment took place between July 17, 2013, and November 4, 2015. Participants were 
followed up for 24 months (final participant follow-up, October 11, 2017.) 
Interventions Three hundred twenty-one participants were randomly assigned to APM 
(n = 159) or a predefined PT protocol (n = 162). The PT protocol consisted of 16 sessions 
of exercise therapy over 8 weeks focused on coordination and closed kinetic chain 
strength exercises. 
Main Outcomes and Measures The primary outcome was change in patient-reported 
knee function on the International Knee Documentation Committee Subjective Knee Form 
(range, 0 to 100; from worse to best) from baseline over a 24-month follow-up period. The 
noninferiority margin was defined as a difference between treatment groups of 8 points 
and was assessed with a 1-sided α of .025. The primary analysis followed the intention-to-
treat principle. 
Results Among 321 patients who were randomized (mean [SD] age, 58 [6.6] years; 161 
women [50%]), 289 (90%) completed the trial (161 women and 158 men). In the PT group, 
47 participants (29%) had APM during the 24-month follow-up period, and 8 participants 
randomized to APM (5%) did not have APM. Over a 24-month follow-up period, knee 
function improved in the APM group by 26.2 points (from 44.8 to 71.5) and in the PT group 
by 20.4 points (from 46.5 to 67.7). The overall between-group difference was 3.6 points 
(97.5% CI, −∞ to 6.5 ;P value for noninferiority = .001). Adverse events occurred in 18 
participants in the APM group and 12 in the PT group. Repeat surgery (3 in the APM group 
and 1 in the PT group) and additional outpatient visits for knee pain (6 in the APM group 
and 2 in the PT group) were the most frequent adverse events. 
Conclusions and Relevance Among patients with nonobstructive meniscal tears, PT was 
noninferior to APM for improving patient-reported knee function over a 24-month follow-up 
period. Based on these results, PT may be considered an alternative to surgery for 
patients with nonobstructive meniscal tears. 
________________________________________________________________________ 

 
Association of Clinical and Social Factors With Excess Hypertension Risk in Black 
Compared With White US Adults 
George Howard, Mary Cushman, Claudia S. Moy, et al  
JAMA.  2018; 320 (13): 1338-1348.  
https://jamanetwork.com/journals/jama/article-abstract/2705187 
 
Abstract  
Importance The high prevalence of hypertension among the US black population is a 
major contributor to disparities in life expectancy; however, the causes for higher incidence 
of hypertension among black adults are unknown. 
Objective To evaluate potential factors associated with higher risk of incident 
hypertension among black adults. 
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Design, Setting, and Participants  Prospective cohort study of black and white adults 
selected from a longitudinal cohort study of 30 239 participants as not having hypertension 
at baseline (2003-2007) and participating in a follow-up visit 9.4 years (median) later. 
Exposures There were 12 clinical and social factors, including score for the Southern diet 
(range, −4.5 to 8.2; higher values reflect higher level of adherence to the dietary pattern), 
including higher fried and related food intake. 
Main Outcomes and Measures Incident hypertension (systolic blood pressure ≥140 mm 
Hg, diastolic blood pressure ≥90 mm Hg, or use of antihypertensive medications) at the 
follow-up visit. 
Results Of 6897 participants (mean [SD] age, 62 [8] years; 26% were black adults; and 
55% were women), 46% of black participants and 33% of white participants developed 
hypertension. Black men had an adjusted mean Southern diet score of 0.81 (95% CI, 0.72 
to 0.90); white men, −0.26 (95% CI, −0.31 to −0.21); black women, 0.27 (95% CI, 0.20 to 
0.33); and white women, −0.57 (95% CI, −0.61 to −0.54). The Southern diet score was 
significantly associated with incident hypertension for men (odds ratio [OR], 1.16 per 1 SD 
[95% CI, 1.06 to 1.27]; incidence of 32.4% at the 25th percentile and 36.1% at the 75th 
percentile; difference, 3.7% [95% CI, 1.4% to 6.2%]) and women (OR, 1.17 per 1 SD [95% 
CI, 1.08 to 1.28]; incidence of 31.0% at the 25th percentile and 34.8% at the 75th 
percentile; difference, 3.8% [95% CI, 1.5% to 5.8%]). The Southern dietary pattern was the 
largest mediating factor for differences in the incidence of hypertension, accounting for 
51.6% (95% CI, 18.8% to 84.4%) of the excess risk among black men and 29.2% (95% CI, 
13.4% to 44.9%) of the excess risk among black women. Among black men, a higher 
dietary ratio of sodium to potassium and an education level of high school graduate or less 
each mediated 12.3% of the excess risk of incident hypertension. Among black women, 
higher body mass index mediated 18.3% of the excess risk; a larger waist, 15.2%; less 
adherence to the Dietary Approaches to Stop Hypertension diet, 11.2%; income level of 
$35 000 or less, 9.3%; higher dietary ratio of sodium to potassium, 6.8%; and an education 
level of high school graduate or less, 4.1%. 
Conclusions and Relevance  In a mediation analysis comparing incident hypertension 
among black adults vs white adults in the United States, key factors statistically mediating 
the racial difference for both men and women included Southern diet score, dietary ratio of 
sodium to potassium, and education level. Among women, waist circumference and body 
mass index also were key factors. 
________________________________________________________________________ 

 
Association of Thyroid Hormone Therapy With Quality of Life and Thyroid-Related 
Symptoms in Patients With Subclinical Hypothyroidism: A Systematic Review and 
Meta-analysis 
Martin Feller, Marieke Snel, Elisavet Moutzouri, et al  
JAMA.  2018; 320 (13): 1349-1359.  
https://jamanetwork.com/journals/jama/article-abstract/2705188 
 
Abstract  
Importance The benefit of thyroid hormone therapy for subclinical hypothyroidism is 
uncertain. New evidence from recent large randomized clinical trials warrants an update of 
previous meta-analyses. 
Objective To conduct a meta-analysis of the association of thyroid hormone therapy with 
quality of life and thyroid-related symptoms in adults with subclinical hypothyroidism. 
Data Sources  PubMed, EMBASE, ClinicalTrials.gov, Web of Science, Cochrane Library, 
CENTRAL, Emcare, and Academic Search Premier from inception until July 4, 2018. 

https://jamanetwork.com/journals/jama/article-abstract/2705188
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Study Selection Randomized clinical trials that compared thyroid hormone therapy with 
placebo or no therapy in nonpregnant adults with subclinical hypothyroidism were eligible. 
Two reviewers independently evaluated eligibility based on titles and abstracts of all 
retrieved studies. Studies not excluded in this first step were independently assessed for 
inclusion after full-text evaluation by 2 reviewers. 
Data Extraction and Synthesis Two independent reviewers extracted data, assessed risk 
of bias (Cochrane risk-of-bias tool), and evaluated the quality of evidence (GRADE tool). 
For synthesis, differences in clinical scores were transformed (eg, quality of life) into 
standardized mean differences (SMDs; positive values indicate benefit of thyroid hormone 
therapy; 0.2, 0.5, and 0.8 correspond to small, moderate, and large effects, respectively). 
Random-effects models for meta-analyses were applied. 
Main Outcomes and Measures General quality of life and thyroid-related symptoms after 
a minimum follow-up of 3 months. 
Results Overall, 21 of 3088 initially identified publications met the inclusion criteria, with 
2192 adults randomized. After treatment (range, 3-18 months), thyroid hormone therapy 
was associated with lowering the mean thyrotropin value into the normal reference range 
compared with placebo (range, 0.5-3.7 mIU/L vs 4.6 to 14.7 mIU/L) but was not associated 
with benefit regarding general quality of life (n = 796; SMD, −0.11; 95% CI, −0.25 to 0.03; 
I2=66.7%) or thyroid-related symptoms (n = 858; SMD, 0.01; 95% CI, −0.12 to 0.14; 
I2=0.0%). Overall, risk of bias was low and the quality of evidence assessed with the 
GRADE tool was judged moderate to high. 
Conclusions and Relevance Among nonpregnant adults with subclinical hypothyroidism, 
the use of thyroid hormone therapy was not associated with improvements in general 
quality of life or thyroid-related symptoms. These findings do not support the routine use of 
thyroid hormone therapy in adults with subclinical hypothyroidism. 

Back to Contents 
________________________________________________________________________ 

 

The Lancet (29 September 2018, Vol. 392, No. 10153) 
 
Targeted therapy with a localised abluminal groove, low-dose sirolimus-eluting, 
biodegradable polymer coronary stent (TARGET All Comers): A multicentre, open-
label, randomised non-inferiority trial 
Alexandra Lansky, William Wijns, Bo Xu, et al. 
The Lancet: Volume 392, ISSUE 10153, P1117-1126, September 29, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31649-0/fulltext 
 
Summary 
Background 
The FIREHAWK is a drug-eluting stent with a fully biodegradable sirolimus-containing 
polymer coating localised to recessed abluminal grooves on the stent surface. We 
investigated clinical outcomes with this targeted, low-dose, biodegradable polymer, 
sirolimus-eluting stent compared with XIENCE durable polymer, everolimus-eluting stents 
in an all-comers population.  
Methods 
The TARGET All Comers study was a prospective, multicentre, open-label randomised 
non-inferiority trial done at 21 centres in ten European countries. Patients with 
symptomatic or asymptomatic coronary artery disease and objective evidence of 
myocardial ischaemia who qualified for percutaneous coronary intervention were 
randomised 1:1 to undergo implantation of a FIREHAWK or XIENCE. Randomisation was 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31649-0/fulltext
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web-based, with random block allocation and stratification by centre and ST elevation 
myocardial infarction. Outcome assessors were masked to treatment allocation, but 
treating physicians and patients were not. The primary endpoint was target lesion failure at 
12 months, a composite of cardiac death, target vessel myocardial infarction, or 
ischaemia-driven target lesion revascularisation. The control event rate for XIENCE was 
assumed to be 7%, the non-inferiority margin was 3.5%, and the primary analysis was in 
the intention-to-treat population, censoring patients who did not have either an event 
before 365 days or contact beyond 365 days. Late lumen loss was the primary endpoint of 
an angiographic substudy designed to investigate the non-inferiority of the FIREHAWK 
compared with the XIENCE stent. This trial is registered with ClinicalTrials.gov, number 
NCT02520180.  
Findings 
From Dec 17, 2015, to Oct 14, 2016, 1653 patients were randomly assigned to 
implantation of the FIREHAWK (n=823) or XIENCE (n=830). 65 patients in the FIREHAWK 
group and 66 in the XIENCE group had insufficient follow-up data and were excluded from 
the analyses. At 12 months, target lesion failure occurred in 46 (6·1%) of 758 patients in 
the FIREHAWK group and in 45 (5·9%) of 764 patients in the XIENCE group (difference 
0·2%, 90% CI −1·9 to 2·2, p non-inferiority=0·004, 95% CI −2·2 to 2·6, p superiority=0·88). There 
were no differences in ischaemia-driven revascularisation or stent thrombosis rates at 12 
months. 176 patients were included in the angiographic substudy, in which in-stent late 
lumen loss was 0·17 mm (SD 0·48) in the FIREHAWK group and 0·11 mm (0·52) in the 
XIENCE group (p=0·48), with an absolute difference of 0·05 mm (95% CI −0·09 to 0·18, p 

non-inferiority=0·024).  
Interpretation 
In a broad all-comers population of patients requiring stent implantation for myocardial 
ischaemia, the FIREHAWK was non-inferior to the XIENCE as assessed with the primary 
endpoint of target lesion failure at 12 months and in-stent late lumen loss at 13 months. 
The FIREHAWK is a safe and effective alternative stent to treat patients with ischaemic 
coronary artery disease in clinical practice.  
________________________________________________________________________ 

 
Long-term mortality after blood pressure-lowering and lipid-lowering treatment in 
patients with hypertension in the Anglo-Scandinavian Cardiac Outcomes Trial 
(ASCOT) Legacy study: 16-year follow-up results of a randomised factorial trial 
Ajay Gupta, Judith Mackay, Andrew Whitehouse, et al. 
The Lancet: Volume 392, ISSUE 10153, P1127-1137, September 29, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31776-8/fulltext 
 
Summary 
Background 
In patients with hypertension, the long-term cardiovascular and all-cause mortality effects 
of different blood pressure-lowering regimens and lipid-lowering treatment are not well 
documented, particularly in clinical trial settings. The Anglo-Scandinavian Cardiac 
Outcomes Trial (ASCOT) Legacy Study reports mortality outcomes after 16 years of 
follow-up of the UK participants in the original ASCOT trial.  
Methods 
ASCOT was a multicentre randomised trial with a 2 × 2 factorial design. UK-based patients 
with hypertension were followed up for all-cause and cardiovascular mortality for a median 
of 15·7 years (IQR 9·7–16·4 years). At baseline, all patients enrolled into the blood 
pressure-lowering arm (BPLA) of ASCOT were randomly assigned to receive either 
amlodipine-based or atenolol-based blood pressure-lowering treatment. Of these patients, 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31776-8/fulltext
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those who had total cholesterol of 6·5 mmol/L or lower and no previous lipid-lowering 
treatment underwent further randomisation to receive either atorvastatin or placebo as part 
of the lipid-lowering arm (LLA) of ASCOT. The remaining patients formed the non-LLA 
group. A team of two physicians independently adjudicated all causes of death.  
Findings 
Of 8580 UK-based patients in ASCOT, 3282 (38·3%) died, including 1640 (38·4%) of 4275 
assigned to atenolol-based treatment and 1642 (38·1%) of 4305 assigned to amlodipine-
based treatment. 1768 of the 4605 patients in the LLA died, including 903 (39·5%) of 2288 
assigned placebo and 865 (37·3%) of 2317 assigned atorvastatin. Of all deaths, 1210 
(36·9%) were from cardiovascular-related causes. Among patients in the BPLA, there was 
no overall difference in all-cause mortality between treatments (adjusted hazard ratio [HR] 
0·90, 95% CI 0·81–1·01, p=0·0776]), although significantly fewer deaths from stroke 
(adjusted HR 0·71, 0·53–0·97, p=0·0305) occurred in the amlodipine-based treatment 
group than in the atenolol-based treatment group. There was no interaction between 
treatment allocation in the BPLA and in the LLA. However, in the 3975 patients in the non-
LLA group, there were fewer cardiovascular deaths (adjusted HR 0·79, 0·67–0·93, 
p=0·0046) among those assigned to amlodipine-based treatment compared with atenolol-
based treatment (p=0·022 for the test for interaction between the two blood pressure 
treatments and allocation to LLA or not). In the LLA, significantly fewer cardiovascular 
deaths (HR 0·85, 0·72–0·99, p=0·0395) occurred among patients assigned to statin than 
among those assigned placebo.  
Interpretation 
Our findings show the long-term beneficial effects on mortality of antihypertensive 
treatment with a calcium channel blocker-based treatment regimen and lipid-lowering with 
a statin: patients on amlodipine-based treatment had fewer stroke deaths and patients on 
atorvastatin had fewer cardiovascular deaths more than 10 years after trial closure. 
Overall, the ASCOT Legacy study supports the notion that interventions for blood pressure 
and cholesterol are associated with long-term benefits on cardiovascular outcomes. 
________________________________________________________________________ 

 
The burden of disease in Russia from 1980 to 2016: A systematic analysis for the 
Global Burden of Disease Study 2016 
GBD 2016 Russia Collaborators 
The Lancet: Volume 392, ISSUE 10153, P1138-1146, September 29, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31485-5/fulltext 
 
Summary 
Background 
Over the past few decades, social and economic changes have had substantial effects on 
health and wellbeing in Russia. We aimed to use data from the Global Burden of 
Diseases, Injuries, and Risk Factors Study 2016 (GBD 2016) to evaluate trends in 
mortality, causes of death, years lived with disability (YLDs), years of life lost (YLLs), 
disability-adjusted life-years (DALYs), and associated risk factors in Russia from 1980 to 
2016. 
Methods 
We estimated all-cause mortality by use of a multistage modelling process that 
synthesised data from vital registration systems, surveys, and censuses. A composite 
measure of health loss due to both fatal and non-fatal disease burden (DALYs) was 
calculated as the sum of YLLs and YLDs for each age, sex, year, and location. Health 
progress was evaluated in comparison with patterns of change in similar countries by use 
of the Socio-demographic Index that was developed for GBD 2016. 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31485-5/fulltext
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Findings 
Following rapid decreases in life expectancy after the collapse of the Soviet Union, life 
expectancy at birth in Russia improved between 2006 and 2016. The all-cause mortality 
rate decreased by 16·6% (95% uncertainty interval 9·4–33·8) between 1980 and 2016. 
This overall decrease encompasses the cycles of sharp increases and plateaus in 
mortality that occurred before 2005. Child mortality decreased by 57·5% (53·5–61·1) 
between 2000 and 2016. However, compared with countries at similar Socio-demographic 
Index levels, rates of mortality and disability in Russia remain high and life expectancy is 
low. Russian men have a disproportionate burden of disease relative to women. In 2016, 
59·2% (55·3–62·6) of mortality in men aged 15–49 years and 46·8% (44·5–49·5) of 
mortality in women were attributable to behavioural risk factors, including alcohol use, drug 
use, and smoking. 
Interpretation 
Trends in mortality in Russia from 1980 to 2016 might be related to complicated patterns 
of behavioural risk factors associated with economic and social change, to shifts in 
disease burden, and to changes in the capacity of and access to health care. Ongoing 
mortality and disability from causes and risks amenable to health-care interventions and 
behaviour modifications present opportunities to continue to improve the wellbeing of 
Russian citizens. 

Back to Contents 
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The New England Journal of Medicine (27 September 2018, Vol. 379, No. 13) 
 
Wearable Cardioverter–Defibrillator after Myocardial Infarction 
Jeffrey E. Olgin, Mark J. Pletcher, Eric Vittinghoff, et al. for the VEST Investigators 
N Engl J Med 2018; 379:1205-1215 September 27, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1800781 
 
Abstract 
Background 
Despite the high rate of sudden death after myocardial infarction among patients with a 
low ejection fraction, implantable cardioverter–defibrillators are contraindicated until 40 to 
90 days after myocardial infarction. Whether a wearable cardioverter–defibrillator would 
reduce the incidence of sudden death during this high-risk period is unclear. 
Methods 
We randomly assigned (in a 2:1 ratio) patients with acute myocardial infarction and an 
ejection fraction of 35% or less to receive a wearable cardioverter–defibrillator plus 
guideline-directed therapy (the device group) or to receive only guideline-directed therapy 
(the control group). The primary outcome was the composite of sudden death or death 
from ventricular tachyarrhythmia at 90 days (arrhythmic death). Secondary outcomes 
included death from any cause and nonarrhythmic death. 
Results 
Of 2302 participants, 1524 were randomly assigned to the device group and 778 to the 
control group. Participants in the device group wore the device for a median of 18.0 hours 
per day (interquartile range, 3.8 to 22.7). Arrhythmic death occurred in 1.6% of the 
participants in the device group and in 2.4% of those in the control group (relative risk, 
0.67; 95% confidence interval [CI], 0.37 to 1.21; P=0.18). Death from any cause occurred 
in 3.1% of the participants in the device group and in 4.9% of those in the control group 
(relative risk, 0.64; 95% CI, 0.43 to 0.98; uncorrected P=0.04), and nonarrhythmic death in 
1.4% and 2.2%, respectively (relative risk, 0.63; 95% CI, 0.33 to 1.19; uncorrected 

https://www.nejm.org/doi/full/10.1056/NEJMoa1800781
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P=0.15). Of the 48 participants in the device group who died, 12 were wearing the device 
at the time of death. A total of 20 participants in the device group (1.3%) received an 
appropriate shock, and 9 (0.6%) received an inappropriate shock. 
Conclusions 
Among patients with a recent myocardial infarction and an ejection fraction of 35% or less, 
the wearable cardioverter–defibrillator did not lead to a significantly lower rate of the 
primary outcome of arrhythmic death than control.  
________________________________________________________________________ 

 
An Outbreak of Synthetic Cannabinoid–Associated Coagulopathy in Illinois 
Amar H. Kelkar, Nichole A. Smith, Annia Martial, et al. 
N Engl J Med 2018; 379: 1216-1223 September 27, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1807652 
 
Abstract 
Background 
In March and April 2018, more than 150 patients presented to hospitals in Illinois with 
coagulopathy and bleeding diathesis. Area physicians and public health organizations 
identified an association between coagulopathy and synthetic cannabinoid use. 
Preliminary tests of patient serum samples and drug samples revealed that brodifacoum, 
an anticoagulant, was the likely adulterant. 
Methods 
We reviewed physician-reported data from patients admitted to Saint Francis Medical 
Center in Peoria, Illinois, between March 28 and April 21, 2018, and included in a case 
series adult patients who met the criteria used to diagnose synthetic cannabinoid–
associated coagulopathy. A confirmatory anticoagulant poisoning panel was ordered at the 
discretion of the treating physician. 
Results 
A total of 34 patients were identified as having synthetic cannabinoid–associated 
coagulopathy during 45 hospitalizations. Confirmatory anticoagulant testing was performed 
in 15 of the 34 patients, and superwarfarin poisoning was confirmed in the 15 patients 
tested. Anticoagulant tests were positive for brodifacoum in 15 patients (100%), 
difenacoum in 5 (33%), bromadiolone in 2 (13%), and warfarin in 1 (7%). Common 
symptoms at presentation included gross hematuria in 19 patients (56%) and abdominal 
pain in 16 (47%). Computed tomography was performed to evaluate abdominal pain and 
revealed renal abnormalities in 12 patients. Vitamin K1 (phytonadione) was administered 
orally in all 34 patients and was also administered intravenously in 23 (68%). Red-cell 
transfusion was performed in 5 patients (15%), and fresh-frozen plasma infusion in 19 
(56%). Four-factor prothrombin complex concentrate was used in 1 patient. One patient 
died from complications of spontaneous intracranial hemorrhage. 
Conclusions 
Our data indicate that superwarfarin adulterants of synthetic cannabinoids can lead to 
clinically significant coagulopathy. In our series, in most of the cases in which the patient 
presented with bleeding diathesis, symptoms were controlled with the use of vitamin K1 
replacement therapy. The specific synthetic cannabinoid compounds are not known. 
________________________________________________________________________ 

 
Six-Month Outcomes after Restrictive or Liberal Transfusion for Cardiac Surgery 
C. David Mazer, Richard P. Whitlock, Dean A. Fergusson, et al. for the TRICS 
Investigators and Perioperative Anesthesia Clinical Trials Group 

https://www.nejm.org/doi/full/10.1056/NEJMoa1807652
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N Engl J Med 2018; 379: 1224-1233 September 27, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1808561 
 
Abstract 
Background 
We reported previously that, in patients undergoing cardiac surgery who were at 
moderate-to-high risk for death, a restrictive transfusion strategy was noninferior to a 
liberal strategy with respect to the composite outcome of death from any cause, 
myocardial infarction, stroke, or new-onset renal failure with dialysis by hospital discharge 
or 28 days after surgery, whichever came first. We now report the clinical outcomes at 6 
months after surgery. 
Methods 
We randomly assigned 5243 adults undergoing cardiac surgery to a restrictive red-cell 
transfusion strategy (transfusion if the hemoglobin concentration was <7.5 g per deciliter 
intraoperatively or postoperatively) or a liberal red-cell transfusion strategy (transfusion if 
the hemoglobin concentration was <9.5 g per deciliter intraoperatively or postoperatively 
when the patient was in the intensive care unit [ICU] or was <8.5 g per deciliter when the 
patient was in the non-ICU ward). The primary composite outcome was death from any 
cause, myocardial infarction, stroke, or new-onset renal failure with dialysis occurring 
within 6 months after the initial surgery. An expanded secondary composite outcome 
included all the components of the primary outcome as well as emergency department 
visit, hospital readmission, or coronary revascularization occurring within 6 months after 
the index surgery. The secondary outcomes included the individual components of the two 
composite outcomes. 
Results 
At 6 months after surgery, the primary composite outcome had occurred in 402 of 2317 
patients (17.4%) in the restrictive-threshold group and in 402 of 2347 patients (17.1%) in 
the liberal-threshold group (absolute risk difference before rounding, 0.22 percentage 
points; 95% confidence interval [CI], −1.95 to 2.39; odds ratio, 1.02; 95% CI, 0.87 to 1.18; 
P=0.006 for noninferiority). Mortality was 6.2% in the restrictive-threshold group and 6.4% 
in the liberal-threshold group (odds ratio, 0.95; 95% CI, 0.75 to 1.21). There were no 
significant between-group differences in the secondary outcomes. 
Conclusions 
In patients undergoing cardiac surgery who were at moderate-to-high risk for death, a 
restrictive strategy for red-cell transfusion was noninferior to a liberal strategy with respect 
to the composite outcome of death from any cause, myocardial infarction, stroke, or new-
onset renal failure with dialysis at 6 months after surgery.  
________________________________________________________________________ 

 
Persistence of Zika Virus in Body Fluids — Final Report 
Gabriela Paz-Bailey, Eli S. Rosenberg, Kate Doyle, et al. 
N Engl J Med 2018; 379: 1234-1243 September 27, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1613108 
 
Abstract 
Background 
To estimate the frequency and duration of detectable Zika virus (ZIKV) RNA in human 
body fluids, we prospectively assessed a cohort of recently infected participants in Puerto 
Rico. 
Methods 

https://www.nejm.org/doi/full/10.1056/NEJMoa1808561
https://www.nejm.org/doi/full/10.1056/NEJMoa1613108
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We evaluated samples obtained from 295 participants (including 94 men who provided 
semen specimens) in whom ZIKV RNA was detected on reverse-transcriptase–
polymerase-chain-reaction (RT-PCR) assay in urine or blood at an enhanced arboviral 
clinical surveillance site. We collected serum, urine, saliva, semen, and vaginal secretions 
weekly for the first month and at 2, 4, and 6 months. All specimens were tested by means 
of RT-PCR, and serum was tested with the use of anti–ZIKV IgM enzyme-linked 
immunosorbent assay. Among the participants with ZIKV RNA in any specimen at week 4, 
collection continued every 2 weeks thereafter until all specimens tested negative. We used 
parametric Weibull regression models to estimate the time until the loss of ZIKV RNA 
detection in each body fluid and reported the findings in medians and 95th percentiles. 
Results 
The medians and 95th percentiles for the time until the loss of ZIKV RNA detection were 
15 days (95% confidence interval [CI], 14 to 17) and 41 days (95% CI, 37 to 44), 
respectively, in serum; 11 days (95% CI, 9 to 12) and 34 days (95% CI, 30 to 38) in urine; 
and 42 days (95% CI, 35 to 50) and 120 days (95% CI, 100 to 139) in semen. Less than 
5% of participants had detectable ZIKV RNA in saliva or vaginal secretions. 
Conclusions 
The prolonged time until ZIKV RNA clearance in serum in this study may have implications 
for the diagnosis and prevention of ZIKV infection. In 95% of the men in this study, ZIKV 
RNA was cleared from semen after approximately 4 months. 
________________________________________________________________________ 

 
Brief Report 
Recovery of Over-Ground Walking after Chronic Motor Complete Spinal Cord Injury 
Claudia A. Angeli, Maxwell Boakye, Rebekah A. Morton, et al. 
N Engl J Med 2018; 379: 1244-1250 September 27, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1803588 
 
Summary  
Persons with motor complete spinal cord injury, signifying no voluntary movement or 
sphincter function below the level of injury but including retention of some sensation, do 
not recover independent walking. We tested intense locomotor treadmill training with 
weight support and simultaneous spinal cord epidural stimulation in four patients 2.5 to 3.3 
years after traumatic spinal injury and after failure to improve with locomotor training alone. 
Two patients, one with damage to the mid-cervical region and one with damage to the 
high-thoracic region, achieved over-ground walking (not on a treadmill) after 278 sessions 
of epidural stimulation and gait training over a period of 85 weeks and 81 sessions over a 
period of 15 weeks, respectively, and all four achieved independent standing and trunk 
stability. One patient had a hip fracture during training.  
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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 

https://www.nejm.org/doi/full/10.1056/NEJMoa1803588
http://www.bmj.com/theBMJ
http://jama.ama-assn.org/
http://www.thelancet.com/
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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.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  

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/
http://www.derbyhospitalslibrary.co.uk/e-resources
https://openathens.nice.org.uk/
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Further information can be found via this link:  
http://www.derbyhospitalslibrary.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."  

 
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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