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BMJ (14 April 2018, Vol. 361, No. 8148)  
 
Physicians’ political preferences and the delivery of end of life care in the United 
States: Retrospective observational study 
Anupam B Jena, Andrew R Olenski, Dhruv Khullar, et al. 
BMJ 2018; 361 (Published 11 April 2018) 
https://www.bmj.com/content/361/bmj.k1161 
 
Abstract 
Objectives To compare the delivery of end of life care given to US Medicare beneficiaries 
in hospital by internal medicine physicians with Republican versus Democrat political 
affiliations. 
Design Retrospective observational study. 
Setting US Medicare. 
Participants Random sample of Medicare beneficiaries, who were admitted to hospital in 
2008-12 with a general medical condition, and died in hospital or shortly thereafter. 
Main outcome measures Total inpatient spending, intensive care unit use, and intensive 
end of life treatments (.eg. mechanical ventilation and gastrostomy tube insertion) among 
patients dying in hospital, and hospice referral among patients discharged but at high 
predicted risk of 30 day mortality after discharge. Physicians were categorized as 
Democrat, Republican, or non-donors, using federal political contribution data. 
Results Among 1 480 808 patients, 93 976 (6.3%) were treated by 1523 Democratic 
physicians, 58 876 (4.0%) by 768 Republican physicians, and 1 327 956 (89.6%) by 23 627 
non-donor physicians. Patient demographics and clinical characteristics were similar 
between groups. Democrat physicians were younger, more likely to be female, and more 
likely to have graduated from a top 20 US medical school than Republican physicians. 
Mean end of life spending, after adjustment for patient covariates and hospital specific 
fixed effects, was US$17 938 (£12 872; €14 612) among Democrat physicians (95% 
confidence interval $17 176 to $18 700) and $18 409 among Republican physicians 
($17 362 to $19 456; adjusted Republican v Democrat difference, $472 (−$803 to $1747), 
P=0.47). Intensive end of life treatments for patients who died in hospital did not vary by 
physician political affiliation. The proportion of patients discharged from hospital to hospice 
did not vary with physician political affiliation. Among patients in the top 5% of predicted 
risk of death 30 days after hospital discharge, adjusted proportions of patients discharged 
to hospice were 15.8%, 15.0%, and 15.2% among Democrat, Republican, and non-donor 
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physicians, respectively (adjusted difference in proportion between Republicans v 
Democrats, −0.8% (−2.7% to 0.9%), P=0.43). 
Conclusions This study provided no evidence that physician political affiliation is 
associated with the intensity of end of life care received by patients in hospital. Other 
treatments for politically polarised healthcare issues should be investigated. 
________________________________________________________________________ 

 
The health, poverty, and financial consequences of a cigarette price increase among 
500 million male smokers in 13 middle income countries: Compartmental model 
study 
Global Tobacco Economics Consortium 
BMJ 2018; 361 (Published 11 April 2018) 
https://www.bmj.com/content/361/bmj.k1162 
 
Abstract 
Objective To examine the impact of a 50% increase in market prices of cigarettes on 
health, poverty, and financial protection. 
Design Compartmental model study. 
Setting 13 middle income countries, totalling two billion men. 
Participants 500 million male smokers. 
Main outcome measures Life years gained, averted treatment costs, number of men 
avoiding catastrophic healthcare expenditures and poverty, and additional tax revenue by 
income group. 
Results A 50% increase in cigarette prices would lead to about 450 million years of life 
gained across the 13 countries from smoking cessation, with half of these in China. Across 
all countries, men in the bottom income group (poorest 20% of the population) would gain 
6.7 times more life years than men in the top income group (richest 20% of the population; 
155 v 23 million). The average life years gained from cessation for each smoker in the 
bottom income group was 5.1 times that of the top group (1.46 v 0.23 years). Of the 
$157bn (£113bn; €127bn) in averted treatment costs, the bottom income group would 
avert 4.6 times more costs than the top income group ($46bn v $10bn). About 15.5 million 
men would avoid catastrophic health expenditures in a subset of seven countries without 
universal health coverage. As result, 8.8 million men, half of them in the bottom income 
group, would avoid falling below the World Bank definition of extreme poverty. These 8.8 
million men constitute 2.4% of people living in extreme poverty in these countries. In 
contrast, the top income group would pay twice as much as the bottom income group of 
the $122bn additional tax collected. Overall, the bottom income group would get 31% of 
the life years saved and 29% each of the averted disease costs and averted catastrophic 
health expenditures, while paying only 10% of the additional taxes. 
Conclusions Higher prices of cigarettes provide more health and financial gains to the 
poorest 20% than to the richest 20% of the population. Higher excise taxes support the 
targets of the sustainable development goals on non-communicable diseases and poverty, 
and provides financial protection against illness. 
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Effect of Uterosacral Ligament Suspension vs Sacrospinous Ligament Fixation With 
or Without Perioperative Behavioral Therapy for Pelvic Organ Vaginal Prolapse on 
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Surgical Outcomes and Prolapse Symptoms at 5 Years in the OPTIMAL Randomized 
Clinical Trial 
J. Eric Jelovsek, Matthew D. Barber, Linda Brubaker, et al. for the NICHD Pelvic Floor 
Disorders Network  
JAMA.  2018; 319 (15): 1554-1565. 
https://jamanetwork.com/journals/jama/article-abstract/2678615 
  
Abstract  
Importance Uterosacral ligament suspension (ULS) and sacrospinous ligament fixation 
(SSLF) are commonly performed pelvic organ prolapse procedures despite a lack of long-
term efficacy data. 
Objective  To compare outcomes in women randomized to (1) ULS or SSLF and (2) usual 
care or perioperative behavioral therapy and pelvic floor muscle training (BPMT) for 
vaginal apical prolapse. 
Design, Setting, and Participants This 2 × 2 factorial randomized clinical trial was 
conducted at 9 US medical centers. Eligible participants who completed the Operations 
and Pelvic Muscle Training in the Management of Apical Support Loss Trial enrolled 
between January 2008 and March 2011 and were followed up 5 years after their index 
surgery from April 2011 through June 2016. 
Interventions Two randomizations: (1) BPMT (n = 186) or usual care (n = 188) and (2) 
surgical intervention (ULS: n = 188 or SSLF: n = 186). 
Main Outcomes and Measures The primary surgical outcome was time to surgical 
failure. Surgical failure was defined as (1) apical descent greater than one-third of total 
vaginal length or anterior or posterior vaginal wall beyond the hymen or retreatment for 
prolapse (anatomic failure), or (2) bothersome bulge symptoms. The primary behavioral 
outcomes were time to anatomic failure and Pelvic Organ Prolapse Distress Inventory 
scores (range, 0-300). 
Results The original study randomized 374 patients, of whom 309 were eligible for this 
extended trial. For this study, 285 enrolled (mean age, 57.2 years), of whom 244 (86%) 
completed the extended trial. By year 5, the estimated surgical failure rate was 61.5% in 
the ULS group and 70.3% in the SSLF group (adjusted difference, −8.8% [95% CI, −24.2 
to 6.6]). The estimated anatomic failure rate was 45.6% in the BPMT group and 47.2% in 
the usual care group (adjusted difference, −1.6% [95% CI, −21.2 to 17.9]). Improvements 
in Pelvic Organ Prolapse Distress Inventory scores were −59.4 in the BPMT group and 
−61.8 in the usual care group (adjusted mean difference, 2.4 [95% CI, −13.7 to 18.4]). 
Conclusions and Relevance Among women who had undergone vaginal surgery for 
apical pelvic organ vaginal prolapse, there was no significant difference between ULS and 
SSLF in rates of surgical failure and no significant difference between perioperative 
behavioral muscle training and usual care on rates of anatomic success and symptom 
scores at 5 years. Compared with outcomes at 2 years, rates of surgical failure increased 
during the follow-up period, although prolapse symptom scores remained improved. 
________________________________________________________________________ 

 
Association Between Baseline LDL-C Level and Total and Cardiovascular Mortality 
After LDL-C Lowering: A Systematic Review and Meta-analysis 
Eliano P. Navarese, Jennifer G. Robinson, Mariusz Kowalewski, et al.  
JAMA.  2018; 319 (15): 1566-1579.  
https://jamanetwork.com/journals/jama/article-abstract/2678614 
 
Abstract  
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Importance Effects on specific fatal and nonfatal end points appear to vary for low-density 
lipoprotein cholesterol (LDL-C)–lowering drug trials. 
Objective To evaluate whether baseline LDL-C level is associated with total and 
cardiovascular mortality risk reductions. 
Data Sourcesand Study Selection Electronic databases (Cochrane, MEDLINE, 
EMBASE, TCTMD, ClinicalTrials.gov, major congress proceedings) were searched 
through February 2, 2018, to identify randomized clinical trials of statins, ezetimibe, and 
PCSK9-inhibiting monoclonal antibodies. 
Data Extraction and Synthesis Two investigators abstracted data and appraised risks of 
bias. Intervention groups were categorized as “more intensive” (more potent 
pharmacologic intervention) or “less intensive” (less potent, placebo, or control group). 
Main Outcomes and Measures The coprimary end points were total mortality and 
cardiovascular mortality. Random-effects meta-regression and meta-analyses evaluated 
associations between baseline LDL-C level and reductions in mortality end points and 
secondary end points including major adverse cardiac events (MACE). 
Results In 34 trials, 136 299 patients received more intensive and 133 989 received less 
intensive LDL-C lowering. All-cause mortality was lower for more vs less intensive therapy 
(7.08% vs 7.70%; rate ratio [RR], 0.92 [95% CI, 0.88 to 0.96]), but varied by baseline LDL-
C level. Meta-regression showed more intensive LDL-C lowering was associated with 
greater reductions in all-cause mortality with higher baseline LDL-C levels (change in RRs 
per 40-mg/dL increase in baseline LDL-C, 0.91 [95% CI, 0.86 to 0.96]; P = .001; absolute 
risk difference [ARD], −1.05 incident cases per 1000 person-years [95% CI, −1.59 to 
−0.51]), but only when baseline LDL-C levels were 100 mg/dL or greater (P < .001 for 
interaction) in a meta-analysis. Cardiovascular mortality was lower for more vs less 
intensive therapy (3.48% vs 4.07%; RR, 0.84 [95% CI, 0.79 to 0.89]) but varied by 
baseline LDL-C level. Meta-regression showed more intensive LDL-C lowering was 
associated with a greater reduction in cardiovascular mortality with higher baseline LDL-C 
levels (change in RRs per 40-mg/dL increase in baseline LDL-C, 0.86 [95% CI, 0.80 to 
0.94]; P < .001; ARD, −1.0 incident cases per 1000 person-years [95% CI, −1.51 to 
−0.45]), but only when baseline LDL-C levels were 100 mg/dL or greater (P < .001 for 
interaction) in a meta-analysis. Trials with baseline LDL-C levels of 160 mg/dL or greater 
had the greatest reduction in all-cause mortality (RR, 0.72 [95% CI, 0.62 to 0.84]; P < .001; 
4.3 fewer deaths per 1000 person-years) in a meta-analysis. More intensive LDL-C 
lowering was also associated with progressively greater risk reductions with higher 
baseline LDL-C level for myocardial infarction, revascularization, and MACE. 
Conclusions and Relevance In these meta-analyses and meta-regressions, more 
intensive compared with less intensive LDL-C lowering was associated with a greater 
reduction in risk of total and cardiovascular mortality in trials of patients with higher 
baseline LDL-C levels. This association was not present when baseline LDL-C level was 
less than 100 mg/dL, suggesting that the greatest benefit from LDL-C–lowering therapy 
may occur for patients with higher baseline LDL-C levels. 
________________________________________________________________________ 

 
Association Between Use of Sodium-Glucose Cotransporter 2 Inhibitors, Glucagon-
like Peptide 1 Agonists, and Dipeptidyl Peptidase 4 Inhibitors With All-Cause 
Mortality in Patients With Type 2 Diabetes: A Systematic Review and Meta-analysis 
Sean L. Zheng, Alistair J. Roddick, Rochan Aghar-Jaffar, et al.  
JAMA.  2018; 319 (15): 1580-1591.  
https://jamanetwork.com/journals/jama/fullarticle/2678616 
 
Abstract  
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Importance The comparative clinical efficacy of sodium-glucose cotransporter 2 (SGLT-2) 
inhibitors, glucagon-like peptide 1 (GLP-1) agonists, and dipeptidyl peptidase 4 (DPP-4) 
inhibitors for treatment of type 2 diabetes is unknown. 
Objective To compare the efficacies of SGLT-2 inhibitors, GLP-1 agonists, and DPP-4 
inhibitors on mortality and cardiovascular end points using network meta-analysis. 
Data Sources MEDLINE, Embase, Cochrane Library Central Register of Controlled Trials, 
and published meta-analyses from inception through October 11, 2017. 
Study Selection Randomized clinical trials enrolling participants with type 2 diabetes and 
a follow-up of at least 12 weeks were included, for which SGLT-2 inhibitors, GLP-1 
agonists, and DPP-4 inhibitors were compared with either each other or placebo or no 
treatment. 
Data Extraction and Synthesis Data were screened by 1 investigator and extracted in 
duplicate by 2 investigators. A Bayesian hierarchical network meta-analysis was 
performed. 
Main Outcomes and Measures The primary outcome: all-cause mortality; secondary 
outcomes: cardiovascular (CV) mortality, heart failure (HF) events, myocardial infarction 
(MI), unstable angina, and stroke; safety end points: adverse events and hypoglycemia. 
Results This network meta-analysis of 236 trials randomizing 176 310 participants found 
SGLT-2 inhibitors (absolute risk difference [RD], −1.0%; hazard ratio [HR], 0.80 [95% 
credible interval {CrI}, 0.71 to 0.89]) and GLP-1 agonists (absolute RD, −0.6%; HR, 0.88 
[95% CrI, 0.81 to 0.94]) were associated with significantly lower all-cause mortality than 
the control groups. SGLT-2 inhibitors (absolute RD, −0.9%; HR, 0.78 [95% CrI, 0.68 to 
0.90]) and GLP-1 agonists (absolute RD, −0.5%; HR, 0.86 [95% CrI, 0.77 to 0.96]) were 
associated with lower mortality than were DPP-4 inhibitors. DPP-4 inhibitors were not 
significantly associated with lower all-cause mortality (absolute RD, 0.1%; HR, 1.02 [95% 
CrI, 0.94 to 1.11]) than were the control groups. SGLT-2 inhibitors (absolute RD, −0.8%; 
HR, 0.79 [95% CrI, 0.69 to 0.91]) and GLP-1 agonists (absolute RD, −0.5%; HR, 0.85 
[95% CrI, 0.77 to 0.94]) were significantly associated with lower CV mortality than were the 
control groups. SGLT-2 inhibitors were significantly associated with lower rates of HF 
events (absolute RD, −1.1%; HR, 0.62 [95% CrI, 0.54 to 0.72]) and MI (absolute RD, 
−0.6%; HR, 0.86 [95% CrI, 0.77 to 0.97]) than were the control groups. GLP-1 agonists 
were associated with a higher risk of adverse events leading to trial withdrawal than were 
SGLT-2 inhibitors (absolute RD, 5.8%; HR, 1.80 [95% CrI, 1.44 to 2.25]) and DPP-4 
inhibitors (absolute RD, 3.1%; HR, 1.93 [95% CrI, 1.59 to 2.35.)] 
Conclusions and Relevance In this network meta-analysis, the use of SGLT-2 inhibitors 
or GLP-1 agonists was associated with lower mortality than DPP-4 inhibitors or placebo or 
no treatment. Use of DPP-4 inhibitors was not associated with lower mortality than placebo 
or no treatment. 

Back to Contents 
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The Lancet (14 April 2018, Vol. 391, No. 10129) 
 
Dysfunction of NaV1.4, a skeletal muscle voltage-gated sodium channel, in sudden 
infant death syndrome: A case-control study 
Roope Männikkö, Leonie Wong, David J Tester, et al. 
The Lancet: Volume 391, No. 10129, p1483–1492, 14 April 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30021-7/fulltext 
 
Summary 
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Background 
Sudden infant death syndrome (SIDS) is the leading cause of post-neonatal infant death in 
high-income countries. Central respiratory system dysfunction seems to contribute to 
these deaths. Excitation that drives contraction of skeletal respiratory muscles is controlled 
by the sodium channel NaV1.4, which is encoded by the gene SCN4A. Variants in NaV1.4 
that directly alter skeletal muscle excitability can cause myotonia, periodic paralysis, 
congenital myopathy, and myasthenic syndrome. SCN4A variants have also been found in 
infants with life-threatening apnoea and laryngospasm. We therefore hypothesised that 
rare, functionally disruptive SCN4A variants might be over-represented in infants who died 
from SIDS. 
Methods 
We did a case-control study, including two consecutive cohorts that included 278 SIDS 
cases of European ancestry and 729 ethnically matched controls without a history of 
cardiovascular, respiratory, or neurological disease. We compared the frequency of rare 
variants in SCN4A between groups (minor allele frequency <0·00005 in the Exome 
Aggregation Consortium). We assessed biophysical characterisation of the variant 
channels using a heterologous expression system. 
Findings 
Four (1·4%) of the 278 infants in the SIDS cohort had a rare functionally disruptive SCN4A 
variant compared with none (0%) of 729 ethnically matched controls (p=0·0057). 
Interpretation 
Rare SCN4A variants that directly alter NaV1.4 function occur in infants who had died from 
SIDS. These variants are predicted to significantly alter muscle membrane excitability and 
compromise respiratory and laryngeal function. These findings indicate that dysfunction of 
muscle sodium channels is a potentially modifiable risk factor in a subset of infant sudden 
deaths. 
________________________________________________________________________ 

 
Status and drivers of maternal, newborn, child and adolescent health in the Islamic 
world: A comparative analysis 
Nadia Akseer, Mahdis Kamali, Nour Bakhache, et al. 
The Lancet: Volume 391, No. 10129, p1493–1512, 14 April 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30183-1/fulltext 
 
Summary 
Background 
The Millennium Development Goal (MDG) period saw dramatic gains in health goals MDG 
4 and MDG 5 for improving child and maternal health. However, many Muslim countries in 
the south Asian, Middle Eastern, and African regions lagged behind. In this study, we 
aimed to evaluate the status of, progress in, and key determinants of reproductive, 
maternal, newborn, child, and adolescent health in Muslim majority countries (MMCs). The 
specific objectives were to understand the current status and progress in reproductive, 
maternal, newborn, child, and adolescent health in MMCs, and the determinants of child 
survival among the least developed countries among the MMCs; to explore differences in 
outcomes and the key contextual determinants of health between MMCs and non-MMCs; 
and to understand the health service coverage and contextual determinants that differ 
between best and poor or moderate performing MMCs. 
Methods 
In this country-level ecological study, we examined data from between 1990 and 2015 
from multiple publicly available data repositories. We examined 47 MMCs, of which 26 
were among the 75 high-burden Countdown to 2015 countries. These 26 MMCs were 
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compared with 48 non-Muslim Countdown countries. We also examined characteristics of 
the eight best performing MMCs that had accelerated improvement in child survival (i.e. 
that reached their MDG 4 targets). We estimated adolescent, maternal, under-5, and 
newborn mortality, and stillbirths, and the causes of death, essential interventions 
coverage, and contextual determinants for all MMCs and comparative groups using 
standardised methods. We also did a hierarchical multivariable analysis of determinants of 
under-5 mortality and newborn mortality in low-income and middle-income MMCs. 
Findings 
Despite notable reductions between 1990 and 2015, MMCs compared with a global 
estimate of all countries including MMCs had higher mortality rates, and MMCs relative to 
non-MMCs within Countdown countries also performed worse. Coverage of essential 
interventions across the continuum of care was on average lower among MMCs, 
especially for indicators of reproductive health, prenatal care, delivery, and labour, and 
childhood vaccines. Outcomes within MMCs for mortality and many reproductive, 
maternal, newborn, child, and adolescent health indicators varied considerably. Structural 
and contextual factors, especially state governance, conflict, and women and girl's 
empowerment indicators, were significantly worse in MMCs compared with non-MMCs 
within the high-burden Countdown countries, and were shown to be strongly associated 
with child and newborn mortality within low-income and middle-income MMCs. In adjusted 
hierarchical models, among other factors, under-5 mortality in MMCs increased with more 
refugees originating from a country (β=23·67, p=0·0116), and decreased with better 
political stability or absence of terrorism (β=–0·99, p=0·0285), greater political rights or 
government effectiveness (β=–1·17, p<0·0001), improvements in log gross national 
income per capita (β=–4·44, p<0·0001), higher total adult literacy (β=–1·69, p<0·0001), 
higher female adult literacy (β=–0·97, p<0·0001), and greater female to male enrolment in 
secondary school (β=–16·1, p<0·0001). The best performing MMCs were Azerbaijan, 
Bangladesh, Egypt, Indonesia, Kyrgyzstan, Morocco, Niger, and Senegal, which had 
higher coverage of family planning interventions and newborn or child vaccinations, and 
excelled in many of the above contextual determinants when compared with moderate or 
poorly performing MMCs. 
Interpretation 
The status and progress in reproductive, maternal, newborn, child, and adolescent health 
is heterogeneous among MMCs, with little indication that religion and its practice affects 
outcomes systemically. Some Islamic countries such as Niger and Bangladesh have made 
great progress, despite poverty. Key findings from this study have policy and 
programmatic implications that could be prioritised by national heads of state and policy 
makers, development partners, funders, and the Organization of the Islamic Cooperation 
to scale up and improve these health outcomes in Muslim countries in the post-2015 era. 
________________________________________________________________________ 

 
Risk thresholds for alcohol consumption: combined analysis of individual-
participant data for 599 912 current drinkers in 83 prospective studies 
Angela M Wood, Stephen Kaptoge, Adam S Butterworth, et al. Emerging Risk Factors 
Collaboration/EPIC-CVD/UK Biobank Alcohol Study Group 
The Lancet: Volume 391, No. 10129, p1513–1523, 14 April 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30134-X/fulltext 
 
Summary 
Background 
Low-risk limits recommended for alcohol consumption vary substantially across different 
national guidelines. To define thresholds associated with lowest risk for all-cause mortality 
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and cardiovascular disease, we studied individual-participant data from 599 912 current 
drinkers without previous cardiovascular disease. 
Methods 
We did a combined analysis of individual-participant data from three large-scale data 
sources in 19 high-income countries (the Emerging Risk Factors Collaboration, EPIC-
CVD, and the UK Biobank). We characterised dose–response associations and calculated 
hazard ratios (HRs) per 100 g per week of alcohol (12·5 units per week) across 83 
prospective studies, adjusting at least for study or centre, age, sex, smoking, and diabetes. 
To be eligible for the analysis, participants had to have information recorded about their 
alcohol consumption amount and status (i.e. non-drinker vs current drinker), plus age, sex, 
history of diabetes and smoking status, at least 1 year of follow-up after baseline, and no 
baseline history of cardiovascular disease. The main analyses focused on current drinkers, 
whose baseline alcohol consumption was categorised into eight predefined groups 
according to the amount in grams consumed per week. We assessed alcohol consumption 
in relation to all-cause mortality, total cardiovascular disease, and several cardiovascular 
disease subtypes. We corrected HRs for estimated long-term variability in alcohol 
consumption using 152 640 serial alcohol assessments obtained some years apart 
(median interval 5·6 years [5th–95th percentile 1·04–13·5]) from 71 011 participants from 
37 studies. 
Findings 
In the 599 912 current drinkers included in the analysis, we recorded 40 310 deaths and 
39 018 incident cardiovascular disease events during 5·4 million person-years of follow-up. 
For all-cause mortality, we recorded a positive and curvilinear association with the level of 
alcohol consumption, with the minimum mortality risk around or below 100 g per week. 
Alcohol consumption was roughly linearly associated with a higher risk of stroke (HR per 
100 g per week higher consumption 1·14, 95% CI, 1·10–1·17), coronary disease excluding 
myocardial infarction (1·06, 1·00–1·11), heart failure (1·09, 1·03–1·15), fatal hypertensive 
disease (1·24, 1·15–1·33); and fatal aortic aneurysm (1·15, 1·03–1·28). By contrast, 
increased alcohol consumption was log-linearly associated with a lower risk of myocardial 
infarction (HR 0·94, 0·91–0·97). In comparison to those who reported drinking >0–≤100 g 
per week, those who reported drinking >100–≤200 g per week, >200–≤350 g per week, or 
>350 g per week had lower life expectancy at age 40 years of approximately 6 months, 1–
2 years, or 4–5 years, respectively. 
Interpretation 
In current drinkers of alcohol in high-income countries, the threshold for lowest risk of all-
cause mortality was about 100 g/week. For cardiovascular disease subtypes other than 
myocardial infarction, there were no clear risk thresholds below which lower alcohol 
consumption stopped being associated with lower disease risk. These data support limits 
for alcohol consumption that are lower than those recommended in most current 
guidelines. 
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The New England Journal of Medicine (12 April 2018, Vol. 378, No. 15) 
 
Zika Virus Shedding in Semen of Symptomatic Infected Men 
Paul S. Mead, Nisha K. Duggal, Sarah A. Hook, et al. 
N Engl J Med 2018; 378:1377-1385 April 12, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1711038 
 
Abstract 
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Background 
Zika virus (ZIKV) is an emerging mosquito-borne flavivirus that has been linked to adverse 
birth outcomes. Previous reports have shown that person-to-person transmission can 
occur by means of sexual contact. 
Methods 
We conducted a prospective study involving men with symptomatic ZIKV infection to 
determine the frequency and duration of ZIKV shedding in semen and urine and to identify 
risk factors for prolonged shedding in these fluids. Specimens were obtained twice per 
month for 6 months after illness onset and were tested by real-time reverse-transcriptase–
polymerase-chain-reaction (RT-PCR) assay for ZIKV RNA and by Vero cell culture and 
plaque assay for infectious ZIKV. 
Results 
A total of 1327 semen samples from 184 men and 1038 urine samples from 183 men were 
obtained 14 to 304 days after illness onset. ZIKV RNA was detected in the urine of 7 men 
(4%) and in the semen of 60 (33%), including in semen samples from 22 of 36 men (61%) 
who were tested within 30 days after illness onset. ZIKV RNA shedding in semen 
decreased substantially during the 3 months after illness onset but continued for 281 days 
in 1 man (1%). Factors that were independently associated with prolonged RNA shedding 
included older age, less frequent ejaculation, and the presence of certain symptoms at the 
time of initial illness. Infectious ZIKV was isolated from 3 of 78 semen samples with 
detectable ZIKV RNA, all obtained within 30 days after illness onset and all with at least 
7.0 log10 ZIKV RNA copies per milliliter of semen. 
Conclusions 
ZIKV RNA was commonly present in the semen of men with symptomatic ZIKV infection 
and persisted in some men for more than 6 months. In contrast, shedding of infectious 
ZIKV appeared to be much less common and was limited to the first few weeks after 
illness onset. 
________________________________________________________________________ 

 
Two-Year Outcomes with a Magnetically Levitated Cardiac Pump in Heart Failure 
Mandeep R. Mehra, Daniel J. Goldstein, Nir Uriel, et al. for the MOMENTUM 3 
Investigators 
N Engl J Med 2018; 378:1386-1395 April 12, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1800866 
 
Abstract 
Background 
In an early analysis of this trial, use of a magnetically levitated centrifugal continuous-flow 
circulatory pump was found to improve clinical outcomes, as compared with a mechanical-
bearing axial continuous-flow pump, at 6 months in patients with advanced heart failure. 
Methods 
In a randomized noninferiority and superiority trial, we compared the centrifugal-flow pump 
with the axial-flow pump in patients with advanced heart failure, irrespective of the 
intended goal of support (bridge to transplantation or destination therapy). The composite 
primary end point was survival at 2 years free of disabling stroke (with disabling stroke 
indicated by a modified Rankin score of >3; scores range from 0 to 6, with higher scores 
indicating more severe disability) or survival free of reoperation to replace or remove a 
malfunctioning device. The noninferiority margin for the risk difference (centrifugal-flow 
pump group minus axial-flow pump group) was −10 percentage points. 
Results 

http://www.nejm.org/doi/full/10.1056/NEJMoa1800866
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Of 366 patients, 190 were assigned to the centrifugal-flow pump group and 176 to the 
axial-flow pump group. In the intention-to-treat population, the primary end point occurred 
in 151 patients (79.5%) in the centrifugal-flow pump group, as compared with 106 (60.2%) 
in the axial-flow pump group (absolute difference, 19.2 percentage points; 95% lower 
confidence boundary, 9.8 percentage points [P<0.001 for noninferiority]; hazard ratio, 0.46; 
95% confidence interval [CI], 0.31 to 0.69 [P<0.001 for superiority]). Reoperation for pump 
malfunction was less frequent in the centrifugal-flow pump group than in the axial-flow 
pump group (3 patients [1.6%] vs. 30 patients [17.0%]; hazard ratio, 0.08; 95% CI, 0.03 to 
0.27; P<0.001). The rates of death and disabling stroke were similar in the two groups, but 
the overall rate of stroke was lower in the centrifugal-flow pump group than in the axial-
flow pump group (10.1% vs. 19.2%; hazard ratio, 0.47; 95% CI, 0.27 to 0.84, P=0.02). 
Conclusions 
In patients with advanced heart failure, a fully magnetically levitated centrifugal-flow pump 
was superior to a mechanical-bearing axial-flow pump with regard to survival free of 
disabling stroke or reoperation to replace or remove a malfunctioning device. 
________________________________________________________________________ 

 
Genetics and Pathogenesis of Diffuse Large B-Cell Lymphoma 
Roland Schmitz, George W. Wright, Da Wei Huang, et al. 
N Engl J Med 2018; 378:1396-1407 April 12, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1801445 
 
Abstract 
Background 
Diffuse large B-cell lymphomas (DLBCLs) are phenotypically and genetically 
heterogeneous. Gene-expression profiling has identified subgroups of DLBCL (activated 
B-cell–like [ABC], germinal-center B-cell–like [GCB], and unclassified) according to cell of 
origin that are associated with a differential response to chemotherapy and targeted 
agents. We sought to extend these findings by identifying genetic subtypes of DLBCL 
based on shared genomic abnormalities and to uncover therapeutic vulnerabilities based 
on tumor genetics. 
Methods 
We studied 574 DLBCL biopsy samples using exome and transcriptome sequencing, 
array-based DNA copy-number analysis, and targeted amplicon resequencing of 372 
genes to identify genes with recurrent aberrations. We developed and implemented an 
algorithm to discover genetic subtypes based on the co-occurrence of genetic alterations. 
Results 
We identified four prominent genetic subtypes in DLBCL, termed MCD (based on the co-
occurrence of MYD88L265P and CD79B mutations), BN2 (based on BCL6 fusions and 
NOTCH2 mutations), N1 (based on NOTCH1 mutations), and EZB (based on EZH2 
mutations and BCL2 translocations). Genetic aberrations in multiple genes distinguished 
each genetic subtype from other DLBCLs. These subtypes differed phenotypically, as 
judged by differences in gene-expression signatures and responses to 
immunochemotherapy, with favorable survival in the BN2 and EZB subtypes and inferior 
outcomes in the MCD and N1 subtypes. Analysis of genetic pathways suggested that 
MCD and BN2 DLBCLs rely on “chronic active” B-cell receptor signaling that is amenable 
to therapeutic inhibition. 
Conclusions 
We uncovered genetic subtypes of DLBCL with distinct genotypic, epigenetic, and clinical 
characteristics, providing a potential nosology for precision-medicine strategies in DLBCL. 
________________________________________________________________________ 

http://www.nejm.org/doi/full/10.1056/NEJMoa1801445
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Apalutamide Treatment and Metastasis-free Survival in Prostate Cancer 
Matthew R. Smith, Fred Saad, Simon Chowdhury, for the SPARTAN Investigators 
N Engl J Med 2018; 378:1408-1418 April 12, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1715546 
 
Abstract 
Background 
Apalutamide, a competitive inhibitor of the androgen receptor, is under development for 
the treatment of prostate cancer. We evaluated the efficacy of apalutamide in men with 
nonmetastatic castration-resistant prostate cancer who were at high risk for the 
development of metastasis. 
Methods 
We conducted a double-blind, placebo-controlled, phase 3 trial involving men with 
nonmetastatic castration-resistant prostate cancer and a prostate-specific antigen doubling 
time of 10 months or less. Patients were randomly assigned, in a 2:1 ratio, to receive 
apalutamide (240 mg per day) or placebo. All the patients continued to receive androgen-
deprivation therapy. The primary end point was metastasis-free survival, which was 
defined as the time from randomization to the first detection of distant metastasis on 
imaging or death. 
Results 
A total of 1207 men underwent randomization (806 to the apalutamide group and 401 to 
the placebo group). In the planned primary analysis, which was performed after 378 
events had occurred, median metastasis-free survival was 40.5 months in the apalutamide 
group as compared with 16.2 months in the placebo group (hazard ratio for metastasis or 
death, 0.28; 95% confidence interval [CI], 0.23 to 0.35; P<0.001). Time to symptomatic 
progression was significantly longer with apalutamide than with placebo (hazard ratio, 
0.45; 95% CI, 0.32 to 0.63; P<0.001). The rate of adverse events leading to 
discontinuation of the trial regimen was 10.6% in the apalutamide group and 7.0% in the 
placebo group. The following adverse events occurred at a higher rate with apalutamide 
than with placebo: rash (23.8% vs. 5.5%), hypothyroidism (8.1% vs. 2.0%), and fracture 
(11.7% vs. 6.5%). 
Conclusions 
Among men with nonmetastatic castration-resistant prostate cancer, metastasis-free 
survival and time to symptomatic progression were significantly longer with apalutamide 
than with placebo. 

Back to Contents 
________________________________________________________________________ 

 
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/ 

http://www.nejm.org/doi/full/10.1056/NEJMoa1715546
http://www.bmj.com/theBMJ
http://jama.ama-assn.org/
http://www.thelancet.com/
http://content.nejm.org/
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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
/ 
 

________________________________________________________________________ 

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:  

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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http://www.derbyhospitalslibrary.co.uk/current-awareness 
 
 

 
________________________________________________________________________ 

 

Library Training Programme 2018 

The Library & Knowledge Service will be offering the 

following training sessions in 2018: 

 

  
 

http://www.derbyhospitalslibrary.co.uk/current-awareness
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 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 

 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 
________________________________________________________________________ 

 

    

   New e-learning modules 
 
Struggling to search published literature effectively? Knowledge for Healthcare (KfH) 
and Health Education England have published a suite of e-learning modules. More 
information can be found on our website: http://www.derbyhospitalslibrary.co.uk/e-
learning 
 

http://www.derbyhospitalslibrary.co.uk/training
mailto:suzanne.toft@nhs.net
http://www.derbyhospitalslibrary.co.uk/e-learning
http://www.derbyhospitalslibrary.co.uk/e-learning
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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. 
________________________________________________________________________ 
 
Produced by: Library & Knowledge Service 
   Derby Teaching Hospitals NHS Foundation Trust 
 
Email:   dhft.libraryca@nhs.net 

http://casereports.bmj.com/
http://casereports.bmj.com/site/about/guidelines.xhtml
mailto:dhft.libraryca@nhs.net
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Twitter:   Follow us on Twitter @DHFTLibrary 
 
Website:  www.derbyhospitalslibrary.co.uk/ 
________________________________________________________________________ 

http://www.derbyhospitalslibrary.co.uk/

