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Association between ambient temperature and mortality risk and burden: Time 
series study in 272 main Chinese cities 
Renjie Chen, Peng Yin, Lijun Wang et al. 
BMJ 2018; 363 (Published 31 October 2018) 
https://www.bmj.com/content/363/bmj.k4306 
 
Abstract 
Objectives To examine the association between temperature and cause specific mortality, 
and to quantify the corresponding disease burden attributable to non-optimum ambient 
temperatures. 
Design Time series analysis. 
Setting 272 main cities in China. 
Population Non-accidental deaths in 272 cities covered by the Disease Surveillance Point 
System of China, from January 2013 to December 2015. 
Main outcomes and measures Daily numbers of deaths from all non-accidental causes 
and main cardiorespiratory diseases. Potential effect modifiers included demographic, 
climatic, geographical, and socioeconomic characteristics. The analysis used distributed 
lag non-linear models to estimate city specific associations, and multivariate meta-
regression analysis to obtain the effect estimates at national and regional levels. 
Results 1 826 186 non-accidental deaths from total causes were recorded in the study 
period. Temperature and mortality consistently showed inversely J shaped associations. At 
the national average level, relative to the minimum mortality temperature (22.8°C, 79.1st 
centile), the mortality risk of extreme cold temperature (at −1.4°C, the 2.5th centile) lasted 
for more than 14 days, whereas the risk of extreme hot temperature (at 29.0°C, the 97.5th 
centile) appeared immediately and lasted for two to three days. 14.33% of non-accidental 
total mortality was attributable to non-optimum temperatures, of which moderate cold 
(ranging from −1.4 to 22.8°C), moderate heat (22.8 to 29.0°C), extreme cold (−6.4 to 
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−1.4°C), and extreme heat (29.0 to 31.6°C) temperatures corresponded to attributable 
fractions of 10.49%, 2.08%, 1.14%, and 0.63%, respectively. The attributable fractions 
were 17.48% for overall cardiovascular disease, 18.76% for coronary heart disease, 
16.11% for overall stroke, 14.09% for ischaemic stroke, 18.10% for haemorrhagic stroke, 
10.57% for overall respiratory disease, and 12.57% for chronic obstructive pulmonary 
diseases. The mortality risk and burden were more prominent in the temperate monsoon 
and subtropical monsoon climatic zones, in specific subgroups (female sex, age ≥75 
years, and ≤9 years spent in education), and in cities characterised by higher 
urbanisations rates and shorter durations of central heating. 
Conclusions This nationwide study provides a comprehensive picture of the non-linear 
associations between ambient temperature and mortality from all natural causes and main 
cardiorespiratory diseases, as well as the corresponding disease burden that is mainly 
attributable to moderate cold temperatures in China. The findings on vulnerability 
characteristics can help improve clinical and public health practices to reduce disease 
burden associated with current and future abnormal weather. 
________________________________________________________________________ 

 
Association of paternal age with perinatal outcomes between 2007 and 2016 in the 
United States: Population based cohort study 
Yash S Khandwala, Valerie L Baker, Gary M Shaw, et al. 
BMJ 2018; 363 (Published 31 October 2018) 
https://www.bmj.com/content/363/bmj.k4372 
 
Abstract 
Objective To evaluate the impact of advanced paternal age on maternal and perinatal 
outcomes in the United States. 
Design Retrospective, population based cohort study. 
Setting US. 
Population 40 529 905 documented live births between 2007 and 2016. 
Main outcome measures Primary perinatal outcomes were gestational age, birth weight, 
Apgar score at five minutes, admission to a neonatal intensive care unit, need for 
postpartum antibiotics, and seizures. Primary maternal outcomes were gestational 
diabetes and pre-eclampsia. Secondary outcome was the number of preventable perinatal 
events. 
Results Higher paternal age was associated with an increased risk of premature birth, low 
birth weight, and low Apgar score. After adjustment for maternal age, infants born to 
fathers aged 45 years or older had 14% higher odds of premature birth (odds ratio 1.14, 
95% confidence interval 1.13 to 1.15), independent of gestational age, and 18% higher 
odds of seizures (1.18, 0.97 to 1.44) compared with infants of fathers aged 25 to 34 years. 
The odds of gestational diabetes was 34% higher (1.34, 1.29 to 1.38) in mothers with the 
oldest partners. 13.2% (95% confidence interval 12.5% to 13.9%) of premature births and 
18.2% (17.5% to 18.9%) of gestational diabetes in births associated with older fathers 
were estimated to be attributable to advanced paternal age. 
Conclusions Advanced paternal age is associated with negative effects on both mothers 
and offspring. Given the relatively low prevalence of advanced paternal age in the US, 
population level impacts are currently modest. Nevertheless, as advanced paternal age 
has doubled in the US over the past generation, further investigation is warranted of the 
impact on birth outcomes and public health. 
________________________________________________________________________ 
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Mirtazapine added to SSRIs or SNRIs for treatment resistant depression in primary 
care: Phase III randomised placebo controlled trial (MIR) 
David S Kessler, Stephanie J MacNeill, Deborah Tallon, et al. 
BMJ 2018; 363 (Published 31 October 2018) 
https://www.bmj.com/content/363/bmj.k4218 
 
Abstract 
Objective To investigate the effectiveness of combining mirtazapine with serotonin-
noradrenaline reuptake inhibitor (SNRI) or selective serotonin reuptake inhibitor (SSRI) 
antidepressants for treatment resistant depression in primary care. 
Design Two parallel group multicentre phase III randomised placebo controlled trial. 
Setting 106 general practices in four UK sites; Bristol, Exeter, Hull, and Keele/North 
Staffs, August 2013 to October 2015. 
Participants 480 adults aged 18 or more years who scored 14 or more on the Beck 
depression inventory, second revision, fulfilled ICD-10 (international classification of 
diseases, 10th revision) criteria for depression, and had used an SSRI or SNRI for at least 
six weeks but were still depressed. 241 were randomised to mirtazapine and 239 to 
placebo, both given in addition to usual SSRI or SNRI treatment. Participants were 
stratified by centre and minimised by baseline Beck depression inventory score, sex, and 
current psychological therapy. They were followed up at 12, 24, and 52 weeks. 431 
(89.8%) were included in the (primary) 12 week follow-up. 
Main outcome measures Depressive symptoms at 12 weeks after randomisation, 
measured using the Beck depression inventory II score as a continuous variable. 
Secondary outcomes included measures of anxiety, quality of life, and adverse effects at 
12, 24, and 52 weeks. 
Results Beck depression inventory II scores at 12 weeks were lower in the mirtazapine 
group after adjustment for baseline scores and minimisation or stratification variables, 
although the confidence interval included the null (mean (SD) scores at 12 weeks: 18.0 
(12.3) in the mirtazapine group, 19.7 (12.4) in the placebo group; adjusted difference 
between means −1.83 (95% confidence interval −3.92 to 0.27); P=0.09). Adverse effects 
were more common in the mirtazapine group and were associated with the participants 
stopping the trial drug. 
Conclusion This study did not find evidence of a clinically important benefit for 
mirtazapine in addition to an SSRI or SNRI over placebo in a treatment resistant group of 
primary care patients with depression. This remains an area of important unmet need 
where evidence of effective treatment options is limited. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (6 November 2018, Vol. 320, No. 
17) 
 
Effect of Inorganic Nitrite vs Placebo on Exercise Capacity Among Patients With 
Heart Failure With Preserved Ejection Fraction: The INDIE-HFpEF Randomized 
Clinical Trial 
Barry A. Borlaug, Kevin J. Anstrom, Gregory D. Lewis, et al. for the National Heart, Lung, 
and Blood Institute Heart Failure Clinical Research Network  
JAMA.  2018; 320 (17): 1764-1773.  
https://jamanetwork.com/journals/jama/fullarticle/2712543 
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Abstract  
Importance There are few effective treatments for heart failure with preserved ejection 
fraction (HFpEF). Short-term administration of inorganic nitrite or nitrate preparations has 
been shown to enhance nitric oxide signaling, which may improve aerobic capacity in 
HFpEF. 
Objective To determine the effect of 4 weeks’ administration of inhaled, nebulized 
inorganic nitrite on exercise capacity in HFpEF. 
Design, Setting, and Participants Multicenter, double-blind, placebo-controlled, 2-
treatment, crossover trial of 105 patients with HFpEF. Participants were enrolled from July 
22, 2016, to September 12, 2017, at 17 US sites, with final date of follow-up of January 2, 
2018. 
Interventions Inorganic nitrite or placebo administered via micronebulizer device. During 
each 6-week phase of the crossover study, participants received no study drug for 2 
weeks (baseline/washout) followed by study drug (nitrite or placebo) at 46 mg 3 times a 
day for 1 week followed by 80 mg 3 times a day for 3 weeks. 
Main Outcomes and Measures The primary end point was peak oxygen consumption 
(mL/kg/min). Secondary end points included daily activity levels assessed by 
accelerometry, health status as assessed by the Kansas City Cardiomyopathy 
Questionnaire (score range, 0-100, with higher scores reflecting better quality of life), 
functional class, cardiac filling pressures assessed by echocardiography, N-terminal 
fragment of the prohormone brain natriuretic peptide levels, other exercise indices, 
adverse events, and tolerability. Outcomes were assessed after treatment for 4 weeks. 
Results Among 105 patients who were randomized (median age, 68 years; 56% women), 
98 (93%) completed the trial. During the nitrite phase, there was no significant difference in 
mean peak oxygen consumption as compared with the placebo phase (13.5 vs 13.7 
mL/kg/min; difference, −0.20 [95% CI, −0.56 to 0.16]; P = .27). There were no significant 
between–treatment phase differences in daily activity levels (5497 vs 5503 accelerometry 
units; difference, −15 [95% CI, −264 to 234]; P = .91), Kansas City Cardiomyopathy 
Questionnaire Clinical Summary Score (62.6 vs 61.9; difference, 1.1 [95% CI, −1.4 to 3.5]; 
P = .39), functional class (2.5 vs 2.5; difference, 0.1 [95% CI, −0.1 to 0.2]; P = .43), 
echocardiographic E/e′ ratio (16.4 vs 16.6; difference, 0.1 [95% CI, −1.2 to 1.3]; P = .93), or 
N-terminal fragment of the prohormone brain natriuretic peptide levels (520 vs 533 pg/mL; 
difference, 11 [95% CI, −53 to 75]; P = .74). Worsening heart failure occurred in 3 
participants (2.9%) during the nitrite phase and 8 (7.6%) during the placebo phase. 
Conclusions and Relevance Among patients with HFpEF, administration of inhaled 
inorganic nitrite for 4 weeks, compared with placebo, did not result in significant 
improvement in exercise capacity. 
________________________________________________________________________ 

 
Association of Blood Pressure Classification in Young Adults Using the 2017 
American College of Cardiology/American Heart Association Blood Pressure 
Guideline With Cardiovascular Events Later in Life 
Yuichiro Yano, Jared P. Reis, Laura A. Colangelo, et al.  
JAMA.  2018; 320 (17): 1774-1782.  
https://jamanetwork.com/journals/jama/article-abstract/2712542 
 
Abstract  
Importance Little is known regarding the association between level of blood pressure (BP) 
in young adulthood and cardiovascular disease (CVD) events by middle age. 
Objective  To assess whether young adults who developed hypertension, defined by the 
2017 American College of Cardiology (ACC)/American Heart Association (AHA) BP 
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guideline, before age 40 years have higher risk for CVD events compared with those who 
maintained normal BP. 
Design, Setting, and Participants Analyses were conducted in the prospective cohort 
Coronary Artery Risk Development in Young Adults (CARDIA) study, started in March 
1985. CARDIA enrolled 5115 African American and white participants aged 18 to 30 years 
from 4 US field centers (Birmingham, Alabama; Chicago, Illinois; Minneapolis, Minnesota; 
and Oakland, California). Outcomes were available through August 2015. 
Exposures  Using the highest BP measured from the first examination to the examination 
closest to, but not after, age 40 years, each participant was categorized as having normal 
BP (untreated systolic BP [SBP] <120 mm Hg and diastolic BP [DBP] <80 mm Hg; 
n = 2574); elevated BP (untreated SBP 120-129 mm Hg and DBP <80 mm Hg; n = 445); 
stage 1 hypertension (untreated SBP 130-139 mm Hg or DBP 80-89 mm Hg; n = 1194); or 
stage 2 hypertension (SBP ≥140 mm Hg, DBP ≥90 mm Hg, or taking antihypertensive 
medication; n = 638). 
Main Outcomes and Measures CVD events: fatal and nonfatal coronary heart disease 
(CHD), heart failure, stroke, transient ischemic attack, or intervention for peripheral artery 
disease (PAD). 
Results The final cohort included 4851 adults (mean age when follow-up for outcomes 
began, 35.7 years [SD, 3.6]; 2657 women [55%]; 2441 African American [50%]; 206 taking 
antihypertensive medication [4%]). Over a median follow-up of 18.8 years, 228 incident 
CVD events occurred (CHD, 109; stroke, 63; heart failure, 48; PAD, 8). CVD incidence 
rates for normal BP, elevated BP, stage 1 hypertension, and stage 2 hypertension were 
1.37 (95% CI, 1.07-1.75), 2.74 (95% CI, 1.78-4.20), 3.15 (95% CI, 2.47-4.02), and 8.04 
(95% CI, 6.45-10.03) per 1000 person-years, respectively. After multivariable adjustment, 
hazard ratios for CVD events for elevated BP, stage 1 hypertension, and stage 2 
hypertension vs normal BP were 1.67 (95% CI, 1.01-2.77), 1.75 (95% CI, 1.22-2.53), and 
3.49 (95% CI, 2.42-5.05), respectively. 
Conclusions and Relevance Among young adults, those with elevated blood pressure, 
stage 1 hypertension, and stage 2 hypertension before age 40 years, as defined by the 
blood pressure classification in the 2017 American College of Cardiology/American Heart 
Association (ACC/AHA) guidelines, had significantly higher risk for subsequent 
cardiovascular disease events compared with those with normal blood pressure before 
age 40 years. The ACC/AHA blood pressure classification system may help identify young 
adults at higher risk for cardiovascular disease events. 
________________________________________________________________________ 

 
Association of Blood Pressure Classification in Korean Young Adults According to 
the 2017 American College of Cardiology/American Heart Association Guidelines 
With Subsequent Cardiovascular Disease Events 
Joung Sik Son, Seulggie Choi, Kyuwoong Kim, et al.  
JAMA.  2018; 320 (17): 1783-1792.  
https://jamanetwork.com/journals/jama/article-abstract/2712544 
 
Abstract  
Importance Among young adults, the association of the 2017 American College of 
Cardiology/American Heart Association (ACC/AHA) High Blood Pressure Clinical Practice 
Guidelines with risk of cardiovascular disease (CVD) later in life is uncertain. 
Objective To determine the association of blood pressure categories before age 40 years 
with risk of CVD later in life. 
Design, Setting, and Participants This population-based cohort study from the Korean 
National Health Insurance Service consisted of 2 488 101 adults aged 20 through 39 years 
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with blood pressure measurements taken twice from 2002 through 2005. Starting from 
January 1, 2006, participants were followed up until the date of CVD diagnosis, death, or 
December 31, 2015. 
Exposures Participants were categorized by blood pressure readings: normal (systolic, 
<120 mm Hg; diastolic, <80 mm Hg), elevated (sytolic, 120-129 mm Hg; diastolic, <80 mm 
Hg), stage 1 hypertension (systolic, 130-139 mm Hg; diastolic, 80-89 mm Hg), and stage 2 
hypertension (systolic, ≥140 mm Hg; diastolic, ≥90 mm Hg). 
Main Outcomes and Measures The primary outcome was CVD defined as 2 or more 
days of hospitalization due to CVD or death due to CVD. The secondary outcomes were 
coronary heart disease (CHD) and stroke. 
Results The study population consisted of 2 488 101 participants (median age, 31 years 
[interquartile range, 27-36 years], 789 870 women [31.7%]). A total of 44 813 CVD events 
were observed during a median follow-up duration of 10 years. Men with baseline stage 1 
hypertension compared with those with normal blood pressure had higher risk of CVD 
(incidence, 215 vs 164 per 100 000 person-years; difference, 51 per 100 000 person-years 
[95% CI, 48-55]; adjusted hazard ratio [HR], 1.25 [95% CI, 1.21-1.28]), CHD (incidence, 
134 vs 103 per 100 000 person-years; difference, 31 per 100 000 person-years [95% CI, 
28-33]; adjusted HR, 1.23 [95% CI, 1.19-1.27]), and stroke (incidence, 90 vs 67 per 
100 000 person-years; difference, 23 per 100 000 person-years [95% CI, 21-26]; adjusted 
HR, 1.30 [95% CI, 1.25-1.36]). Women with baseline stage 1 hypertension compared with 
those with normal blood pressure had increased risk of CVD (incidence, 131 vs 91 per 
100 000 person-years; difference, 40 per 100 000 person-years [95% CI, 35-45]; adjusted 
HR, 1.27 [95% CI, 1.21-1.34]), CHD (incidence, 56 vs 42 per 100 000 person-years; 
difference, 14 per 100 000 person-years [95% CI, 11-18]; adjusted HR, 1.16 [95% CI, 
1.08-1.25]), and stroke (incidence, 79 vs 51 per 100 000 person-years; difference, 28 per 
100 000 person-years [95% CI, 24-32]; adjusted HR [1.37, 95% CI, 1.29-1.46]). Results for 
state 2 hypertension were consistent. 
Conclusions and Relevance Among Korean young adults, stage 1 and stage 2 
hypertension, compared with normal blood pressure, were associated with increased risk 
of subsequent cardiovascular disease events. Young adults with hypertension, defined by 
the 2017 ACC/AHA criteria, may be at increased risk of cardiovascular disease. 
________________________________________________________________________ 

 
Association of Change in Cardiovascular Risk Factors With Incident Cardiovascular 
Events 
Thomas T. van Sloten, Muriel Tafflet, Marie-Cécile Périer, et al  
JAMA.  2018; 320 (17): 1793-1804.  
https://jamanetwork.com/journals/jama/article-abstract/2712545 
 
Abstract  
Importance There is consistent evidence of the association between ideal cardiovascular 
health and lower incident cardiovascular disease (CVD); however, most studies used a 
single measure of cardiovascular health. 
Objective To examine how cardiovascular health changes over time and whether these 
changes are associated with incident CVD. 
Design, Setting, and Participants Prospective cohort study in a UK general community 
(Whitehall II), with examinations of cardiovascular health from 1985/1988 (baseline) and 
every 5 years thereafter until 2015/2016 and follow-up for incident CVD until March 2017. 
Exposures  Using the 7 metrics of the American Heart Association (nonsmoking; and 
ideal levels of body mass index, physical activity, diet, blood pressure, fasting blood 
glucose, and total cholesterol), participants with 0 to 2, 3 to 4, and 5 to 7 ideal metrics 
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were categorized as having low, moderate, and high cardiovascular health. Change in 
cardiovascular health over 10 years between 1985/1988 and 1997/1999 was considered. 
Main Outcome and Measure Incident CVD (coronary heart disease and stroke). 
Results The study population included 9256 participants without prior CVD (mean [SD] 
age at baseline, 44.8 [6.0] years; 2941 [32%] women), of whom 6326 had data about 
cardiovascular health change. Over a median follow-up of 18.9 years after 1997/1999, 
1114 incident CVD events occurred. In multivariable analysis and compared with 
individuals with persistently low cardiovascular health (consistently low group, 13.5% of 
participants; CVD incident rate per 1000 person-years, 9.6 [95% CI, 8.4-10.9]), there was 
no significant association with CVD risk in the low to moderate group (6.8% of participants; 
absolute rate difference per 1000 person-years, −1.9 [95% CI, −3.9 to 0.1]; HR, 0.84 [95% 
CI, 0.66-1.08]), the low to high group, (0.3% of participants; absolute rate difference per 
1000 person-years, −7.7 [95% CI, −11.5 to −3.9]; HR, 0.19 [95% CI, 0.03-1.35]), and the 
moderate to low group (18.0% of participants; absolute rate difference per 1000 person-
years, −1.3 [95% CI, −3.0 to 0.3]; HR, 0.96 [95% CI, 0.80-1.15]). A lower CVD risk was 
observed in the consistently moderate group (38.9% of participants; absolute rate 
difference per 1000 person-years, −4.2 [95% CI, −5.5 to −2.8]; HR, 0.62 [95% CI, 0.53-
0.74]), the moderate to high group (5.8% of participants; absolute rate difference per 1000 
person-years, −6.4 [95% CI, −8.0 to −4.7]; HR, 0.39 [95% CI, 0.27-0.56]), the high to low 
group (1.9% of participants; absolute rate difference per 1000 person-years, −5.3 [95% CI, 
−7.8 to −2.8]; HR, 0.49 [95% CI, 0.29-0.83]), the high to moderate group (9.3% of 
participants; absolute rate difference per 1000 person-years, −4.5 [95% CI, −6.2 to −2.9]; 
HR, 0.66 [95% CI, 0.51-0.85]), and the consistently high group (5.5% of participants; 
absolute rate difference per 1000 person-years, −5.6 [95% CI, −7.4 to −3.9]; HR, 0.57 
[95% CI, 0.40-0.80]). 
Conclusions and Relevance  Among a group of participants without CVD who received 
follow-up over a median 18.9 years, there was no consistent relationship between direction 
of change in category of a composite metric of cardiovascular health and risk of CVD. 

Back to Contents 
________________________________________________________________________ 

 

The Lancet (3 November 2018, Vol. 392, No. 10158) 
 
Awareness of fetal movements and care package to reduce fetal mortality (AFFIRM): 
A stepped wedge, cluster-randomised trial 
Jane E Norman, Alexander E P Heazell, Aryelly Rodriguez, et al. 
The Lancet: Volume 392, ISSUE 10158, P1629-1638, November 03, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31543-5/fulltext 
 
Summary 
Background 
2·6 million pregnancies were estimated to have ended in stillbirth in 2015. The aim of the 
AFFIRM study was to test the hypothesis that introduction of a reduced fetal movement 
(RFM), care package for pregnant women and clinicians that increased women's 
awareness of the need for prompt reporting of RFM and that standardised management, 
including timely delivery, would alter the incidence of stillbirth. 
Methods 
This stepped wedge, cluster-randomised trial was done in the UK and Ireland. 
Participating maternity hospitals were grouped and randomised, using a computer-
generated allocation scheme, to one of nine intervention implementation dates (at 3 month 
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intervals). This date was concealed from clusters and the trial team until 3 months before 
the implementation date. Each participating hospital had three observation periods: a 
control period from Jan 1, 2014, until randomised date of intervention initiation; a washout 
period from the implementation date and for 2 months; and the intervention period from the 
end of the washout period until Dec 31, 2016. Treatment allocation was not concealed 
from participating women and caregivers. Data were derived from observational maternity 
data. The primary outcome was incidence of stillbirth. The primary analysis was done 
according to the intention-to-treat principle, with births analysed according to whether they 
took place during the control or intervention periods, irrespective of whether the 
intervention had been implemented as planned. This study is registered with 
www.ClinicalTrials.gov, number NCT01777022. 
Findings 
37 hospitals were enrolled in the study. Four hospitals declined participation, and 33 
hospitals were randomly assigned to an intervention implementation date. Between Jan 1, 
2014, and Dec, 31, 2016, data were collected from 409 175 pregnancies (157 692 
deliveries during the control period, 23 623 deliveries in the washout period, and 227 860 
deliveries in the intervention period). The incidence of stillbirth was 4·40 per 1000 births 
during the control period and 4·06 per 1000 births in the intervention period (adjusted odds 
ratio [aOR] 0·90, 95% CI 0·75–1·07; p=0·23). 
Interpretation 
The RFM care package did not reduce the risk of stillbirths. The benefits of a policy that 
promotes awareness of RFM remains unproven. 
________________________________________________________________________ 

 
Quantifying the burden of stillbirths before 28 weeks of completed gestational age 
in high-income countries: A population-based study of 19 European countries 
Lucy K Smith, Ashna D Hindori-Mohangoo, Marie Delnord, et al. 
The Lancet: Volume 392, ISSUE 10158, P1639-1646, November 03, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31651-9/fulltext 
 
Summary 
Background 
International comparisons of stillbirth allow assessment of variations in clinical practice to 
reduce mortality. Currently, such comparisons include only stillbirths from 28 or more 
completed weeks of gestational age, which underestimates the true burden of stillbirth. 
With increased registration of early stillbirths in high-income countries, we assessed the 
reliability of including stillbirths before 28 completed weeks in such comparisons.  
Methods 
In this population-based study, we used national cohort data from 19 European countries 
participating in the Euro-Peristat project on livebirths and stillbirths from 22 completed 
weeks of gestation in 2004, 2010, and 2015. We excluded countries without national data 
for stillbirths by gestational age in these periods, or where data available were not 
comparable between 2004 and 2015. We also excluded those countries with fewer than 
10 000 births per year because the proportion of stillbirths at 22 weeks to less than 28 
weeks of gestation is small. We calculated pooled stillbirth rates using a random-effects 
model and changes in rates between 2004 and 2015 using risk ratios (RR) by gestational 
age and country.  
Findings 
Stillbirths at 22 weeks to less than 28 weeks of gestation accounted for 32% of all 
stillbirths in 2015. The pooled stillbirth rate at 24 weeks to less than 28 weeks declined 
from 0·97 to 0·70 per 1000 births from 2004 to 2015, a reduction of 25% (RR 0·75, 95% CI 
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0·65–0·85). The pooled stillbirth rate at 22 weeks to less than 24 weeks of gestation in 
2015 was 0·53 per 1000 births and did not significantly changed over time (RR 0·97, 95% 
CI 0·80–1·16) although changes varied widely between countries (RRs 0·62–2·09). Wide 
variation in the percentage of all births occurring at 22 weeks to less than 24 weeks of 
gestation suggest international differences in ascertainment.  
Interpretation 
Present definitions used for international comparisons exclude a third of stillbirths. 
International consistency of reporting stillbirths at 24 weeks to less than 28 weeks 
suggests these deaths should be included in routinely reported comparisons. This addition 
would have a major impact, acknowledging the burden of perinatal death to families, and 
making international assessments more informative for clinical practice and policy. 
Ascertainment of fetal deaths at 22 weeks to less than 24 weeks should be stabilised so 
that all stillbirths from 22 completed weeks of gestation onwards can be reliably compared.  
________________________________________________________________________ 

 
Changes in health in the countries of the UK and 150 English Local Authority areas 
1990–2016: A systematic analysis for the Global Burden of Disease Study 2016 
Nicholas Steel, John A Ford, John N Newton, et al. 
The Lancet: Volume 392, ISSUE 10158, P1647-1661, November 03, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)32207-4/fulltext 
 
Summary 
Background 
Previous studies have reported national and regional Global Burden of Disease (GBD) 
estimates for the UK. Because of substantial variation in health within the UK, action to 
improve it requires comparable estimates of disease burden and risks at country and local 
levels. The slowdown in the rate of improvement in life expectancy requires further 
investigation. We use GBD 2016 data on mortality, causes of death, and disability to 
analyse the burden of disease in the countries of the UK and within local authorities in 
England by deprivation quintile. 
Methods 
We extracted data from the GBD 2016 to estimate years of life lost (YLLs), years lived with 
disability (YLDs), disability-adjusted life-years (DALYs), and attributable risks from 1990 to 
2016 for England, Scotland, Wales, Northern Ireland, the UK, and 150 English Upper-Tier 
Local Authorities. We estimated the burden of disease by cause of death, condition, year, 
and sex. We analysed the association between burden of disease and socioeconomic 
deprivation using the Index of Multiple Deprivation. We present results for all 264 GBD 
causes of death combined and the leading 20 specific causes, and all 84 GBD risks or risk 
clusters combined and 17 specific risks or risk clusters. 
Findings 
The leading causes of age-adjusted YLLs in all UK countries in 2016 were ischaemic heart 
disease, lung cancers, cerebrovascular disease, and chronic obstructive pulmonary 
disease. Age-standardised rates of YLLs for all causes varied by two times between local 
areas in England according to levels of socioeconomic deprivation (from 14 274 per 
100 000 population [95% uncertainty interval 12 791–15 875] in Blackpool to 6888 [6145–
7739] in Wokingham). Some Upper-Tier Local Authorities, particularly those in London, did 
better than expected for their level of deprivation. Allowing for differences in age structure, 
more deprived Upper-Tier Local Authorities had higher attributable YLLs for most major 
risk factors in the GBD. The population attributable fractions for all-cause YLLs for 
individual major risk factors varied across Upper-Tier Local Authorities. Life expectancy 
and YLLs have improved more slowly since 2010 in all UK countries compared with 1990–

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)32207-4/fulltext


 - 11 - 

2010. In nine of 150 Upper-Tier Local Authorities, YLLs increased after 2010. For 
attributable YLLs, the rate of improvement slowed most substantially for cardiovascular 
disease and breast, colorectal, and lung cancers, and showed little change for Alzheimer's 
disease and other dementias. Morbidity makes an increasing contribution to overall burden 
in the UK compared with mortality. The age-standardised UK DALY rate for low back and 
neck pain (1795 [1258–2356]) was higher than for ischaemic heart disease (1200 [1155–
1246]) or lung cancer (660 [642–679]). The leading causes of ill health (measured through 
YLDs) in the UK in 2016 were low back and neck pain, skin and subcutaneous diseases, 
migraine, depressive disorders, and sense organ disease. Age-standardised YLD rates 
varied much less than equivalent YLL rates across the UK, which reflects the relative 
scarcity of local data on causes of ill health. 
Interpretation 
These estimates at local, regional, and national level will allow policy makers to match 
resources and priorities to levels of burden and risk factors. Improvement in YLLs and life 
expectancy slowed notably after 2010, particularly in cardiovascular disease and cancer, 
and targeted actions are needed if the rate of improvement is to recover. A targeted policy 
response is also required to address the increasing proportion of burden due to morbidity, 
such as musculoskeletal problems and depression. Improving the quality and 
completeness of available data on these causes is an essential component of this 
response. 

Back to Contents 
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The New England Journal of Medicine (1 November 2018, Vol. 379, No. 18) 
 
One-Year Outcomes after PCI Strategies in Cardiogenic Shock 
Holger Thiele, Ibrahim Akin, Marcus Sandri, et al. for the CULPRIT-SHOCK Investigators 
N Engl J Med 2018; 379:1699-1710 November 1, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1808788 
 
Abstract 
Background 
Among patients with acute myocardial infarction, cardiogenic shock, and multivessel 
coronary artery disease, the risk of a composite of death from any cause or severe renal 
failure leading to renal-replacement therapy at 30 days was found to be lower with 
percutaneous coronary intervention (PCI) of the culprit lesion only than with immediate 
multivessel PCI. We evaluated clinical outcomes at 1 year. 
Methods 
We randomly assigned 706 patients to either culprit-lesion-only PCI or immediate 
multivessel PCI. The results for the primary end point of death or renal-replacement 
therapy at 30 days have been reported previously. Prespecified secondary end points at 1 
year included death from any cause, recurrent myocardial infarction, repeat 
revascularization, rehospitalization for congestive heart failure, the composite of death or 
recurrent infarction, and the composite of death, recurrent infarction, or rehospitalization 
for heart failure. 
Results 
As reported previously, at 30 days, the primary end point had occurred in 45.9% of the 
patients in the culprit-lesion-only PCI group and in 55.4% in the multivessel PCI group 
(P=0.01). At 1 year, death had occurred in 172 of 344 patients (50.0%) in the culprit-
lesion-only PCI group and in 194 of 341 patients (56.9%) in the multivessel PCI group 
(relative risk, 0.88; 95% confidence interval [CI], 0.76 to 1.01). The rate of recurrent 

https://www.nejm.org/doi/full/10.1056/NEJMoa1808788
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infarction was 1.7% with culprit-lesion-only PCI and 2.1% with multivessel PCI (relative 
risk, 0.85; 95% CI, 0.29 to 2.50), and the rate of a composite of death or recurrent 
infarction was 50.9% and 58.4%, respectively (relative risk, 0.87; 95% CI, 0.76 to 1.00). 
Repeat revascularization occurred more frequently with culprit-lesion-only PCI than with 
multivessel PCI (in 32.3% of the patients vs. 9.4%; relative risk, 3.44; 95% CI, 2.39 to 
4.95), as did rehospitalization for heart failure (5.2% vs. 1.2%; relative risk, 4.46; 95% CI, 
1.53 to 13.04). 
Conclusions 
Among patients with acute myocardial infarction and cardiogenic shock, the risk of death 
or renal-replacement therapy at 30 days was lower with culprit-lesion-only PCI than with 
immediate multivessel PCI, and mortality did not differ significantly between the two 
groups at 1 year of follow-up.  
________________________________________________________________________ 

 
CD47 Blockade by Hu5F9-G4 and Rituximab in Non-Hodgkin’s Lymphoma 
Ranjana Advani, Ian Flinn, Leslie Popplewell, et al. 
N Engl J Med 2018; 379: 1711-1721 November 1, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1807315 
 
Abstract 
Background 
The Hu5F9-G4 (hereafter, 5F9) antibody is a macrophage immune checkpoint inhibitor 
blocking CD47 that induces tumor-cell phagocytosis. 5F9 synergizes with rituximab to 
eliminate B-cell non-Hodgkin’s lymphoma cells by enhancing macrophage-mediated 
antibody-dependent cellular phagocytosis. This combination was evaluated clinically. 
Methods 
We conducted a phase 1b study involving patients with relapsed or refractory non-
Hodgkin’s lymphoma. Patients may have had diffuse large B-cell lymphoma (DLBCL) or 
follicular lymphoma. 5F9 (at a priming dose of 1 mg per kilogram of body weight, 
administered intravenously, with weekly maintenance doses of 10 to 30 mg per kilogram) 
was given with rituximab to determine safety and efficacy and to suggest a phase 2 dose. 
Results 
A total of 22 patients (15 with DLBCL and 7 with follicular lymphoma) were enrolled. 
Patients had received a median of 4 (range, 2 to 10) previous therapies, and 95% of the 
patients had disease that was refractory to rituximab. Adverse events were predominantly 
of grade 1 or 2. The most common adverse events were anemia and infusion-related 
reactions. Anemia (an expected on-target effect) was mitigated by the strategy of 5F9 
prime and maintenance dosing. Dose-limiting side effects were rare. A selected phase 2 
dose of 30 mg of 5F9 per kilogram led to an approximate 100% CD47-receptor occupancy 
on circulating white and red cells. A total of 50% of the patients had an objective (i.e., 
complete or partial) response, with 36% having a complete response. The rates of 
objective response and complete response were 40% and 33%, respectively, among 
patients with DLBCL and 71% and 43%, respectively, among those with follicular 
lymphoma. At a median follow-up of 6.2 months among patients with DLBCL and 8.1 
months among those with follicular lymphoma, 91% of the responses were ongoing. 
Conclusions 
The macrophage checkpoint inhibitor 5F9 combined with rituximab showed promising 
activity in patients with aggressive and indolent lymphoma. No clinically significant safety 
events were observed in this initial study. 
________________________________________________________________________ 
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Nintedanib plus Sildenafil in Patients with Idiopathic Pulmonary Fibrosis 
Martin Kolb, Ganesh Raghu, Athol U. Wells, et al. for the INSTAGE Investigators 
N Engl J Med 2018; 379: 1722-1731 November 1, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1811737 
 
Abstract 
Background 
Nintedanib is an approved treatment for idiopathic pulmonary fibrosis (IPF). A subgroup 
analysis of a previously published trial suggested that sildenafil may provide benefits 
regarding oxygenation, gas exchange as measured by the diffusion capacity of the lungs 
for carbon monoxide (DlCO), symptoms, and quality of life in patients with IPF and 
severely decreased DlCO. That idea was tested in this trial. 
Methods 
We randomly assigned, in a 1:1 ratio, patients with IPF and a DlCO of 35% or less of the 
predicted value to receive nintedanib at a dose of 150 mg twice daily plus sildenafil at a 
dose of 20 mg three times daily (nintedanib-plus-sildenafil group) or nintedanib at a dose 
of 150 mg twice daily plus placebo three times daily (nintedanib group) for 24 weeks. The 
primary end point was the change from baseline in the total score on the St. George’s 
Respiratory Questionnaire (SGRQ) at week 12 (the total score ranges from 0 to 100, with 
higher scores indicating worse health-related quality of life). Secondary end points 
included measures of dyspnea and safety. 
Results 
A total of 274 patients underwent randomization. There was no significant difference in the 
adjusted mean change from baseline in the SGRQ total score at week 12 between the 
nintedanib-plus-sildenafil group and the nintedanib group (−1.28 points and −0.77 points, 
respectively; P=0.72). A benefit from sildenafil treatment was not observed with regard to 
dyspnea as measured with the use of the University of California, San Diego, Shortness of 
Breath Questionnaire. No new safety signals were observed, as compared with previous 
trials. 
Conclusions 
In patients with IPF and a DlCO of 35% or less of the predicted value, nintedanib plus 
sildenafil did not provide a significant benefit as compared with nintedanib alone. No new 
safety signals were identified with either treatment regimen in this population of patients. 
________________________________________________________________________ 

 
Changes in Prevalence of Health Care–Associated Infections in U.S. Hospitals 
Shelley S. Magill, Erin O’Leary, Sarah J. Janelle, et al. for the Emerging Infections 
Program Hospital Prevalence Survey Team 
N Engl J Med 2018; 379: 1732-1744 November 1, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1801550 
 
Abstract 
Background 
A point-prevalence survey that was conducted in the United States in 2011 showed that 
4% of hospitalized patients had a health care–associated infection. We repeated the 
survey in 2015 to assess changes in the prevalence of health care–associated infections 
during a period of national attention to the prevention of such infections. 
Methods 
At Emerging Infections Program sites in 10 states, we recruited up to 25 hospitals in each 
site area, prioritizing hospitals that had participated in the 2011 survey. Each hospital 

https://www.nejm.org/doi/full/10.1056/NEJMoa1811737
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selected 1 day on which a random sample of patients was identified for assessment. 
Trained staff reviewed medical records using the 2011 definitions of health care–
associated infections. We compared the percentages of patients with health care–
associated infections and performed multivariable log-binomial regression modeling to 
evaluate the association of survey year with the risk of health care–associated infections. 
Results 
In 2015, a total of 12,299 patients in 199 hospitals were surveyed, as compared with 
11,282 patients in 183 hospitals in 2011. Fewer patients had health care–associated 
infections in 2015 (394 patients [3.2%; 95% confidence interval {CI}, 2.9 to 3.5]) than in 
2011 (452 [4.0%; 95% CI, 3.7 to 4.4]) (P<0.001), largely owing to reductions in the 
prevalence of surgical-site and urinary tract infections. Pneumonia, gastrointestinal 
infections (most of which were due to Clostridium difficile [now Clostridioides difficile]), and 
surgical-site infections were the most common health care–associated infections. Patients’ 
risk of having a health care–associated infection was 16% lower in 2015 than in 2011 (risk 
ratio, 0.84; 95% CI, 0.74 to 0.95; P=0.005), after adjustment for age, presence of devices, 
days from admission to survey, and status of being in a large hospital. 
Conclusions 
The prevalence of health care–associated infections was lower in 2015 than in 2011. To 
continue to make progress in the prevention of such infections, prevention strategies 
against C. difficile infection and pneumonia should be augmented.  
________________________________________________________________________ 
 
Brief Report 
Genomic Analysis of Lassa Virus during an Increase in Cases in Nigeria in 2018 
Katherine J. Siddle, Philomena Eromon, Kayla G. Barnes, et al. 
N Engl J Med 2018; 379: 1745-1753 November 1, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1804498 
 
Summary 
During 2018, an unusual increase in Lassa fever cases occurred in Nigeria, raising 
concern among national and international public health agencies. We analyzed 220 Lassa 
virus genomes from infected patients, including 129 from the 2017–2018 transmission 
season, to understand the viral populations underpinning the increase. A total of 14 initial 
genomes from 2018 samples were generated at Redeemer’s University in Nigeria, and the 
findings were shared with the Nigerian Center for Disease Control in real time. We found 
that the increase in cases was not attributable to a particular Lassa virus strain or 
sustained by human-to-human transmission. Instead, the data were consistent with 
ongoing cross-species transmission from local rodent populations. Phylogenetic analysis 
also revealed extensive viral diversity that was structured according to geography, with 
major rivers appearing to act as barriers to migration of the rodent reservoir. 
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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 is a clinical search engine that makes it easier for clinicians and other 
healthcare professionals to find and apply relevant knowledge to help them make better 
decisions – anywhere, anytime, in any patient scenario. 
 
Includes full-text journals, book chapters, images, graphs, monographs, videos and much 
more. Many available for download. 
 
Access it via our website: http://www.uhdblibrary.co.uk/e-resources 
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KnowledgeShare 
 

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