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BMJ (16 June 2018, Vol. 361, No. 8157)  
 
Paternal use of antidepressants and offspring outcomes in Sweden: Nationwide 
prospective cohort study 
Alexander Viktorin, Stephen Z Levine, Margret Altemus, at al. 
BMJ 2018; 361 (Published 08 June 2018) 
https://www.bmj.com/content/361/bmj.k2233 
 
Abstract 
Objective To examine the association between paternal antidepressant use at conception 
and offspring preterm birth, malformations, autism spectrum disorder, and intellectual 
disability. 
Design Observational prospective cohort study with regression methods, and negative 
control comparison. 
Setting Sweden nationwide. 
Participants 170 508 children conceived from 29 July 2005 and born in 2006-07, followed 
up to 2014 at age 8-9 years. This cohort included 3983 children born to fathers receiving 
antidepressant treatment during the conception period (that is, from four weeks before 
conception to four weeks after), a control group of 164 492 children not exposed to 
paternal antidepressant use, and a negative control comparison group of 2033 children 
born to fathers who did not use antidepressants during the conception period but began 
antidepressant treatment later during the pregnancy period (that is, from four weeks after 
conception to childbirth). 
Main outcome measure Offspring preterm birth, malformation diagnosed at birth, 
diagnosis of autism spectrum disorder, and diagnosis of intellectual disability. 
Results Paternal antidepressant use during conception was not associated with preterm 
birth (adjusted odds ratio 0.91 (95% confidence interval 0.79 to 1.04)) or malformations 
(1.06 (0.90 to 1.26)) using logistic regression, compared with offspring born to unexposed 
fathers. No association was seen between antidepressant use during conception and 
autism (adjusted hazard ratio 1.13 (0.84 to 1.53)) or intellectual disability (0.82 (0.51 to 
1.31)) using Cox regression. In children whose fathers initiated antidepressant treatment 
during pregnancy, results were similar for all outcomes apart from intellectual disability, 
which had an increased adjusted hazard ratio (1.66 (1.06 to 2.59)). Compared with the 
2033 children whose fathers initiated antidepressant treatment during pregnancy, the 3983 
children exposed to paternal use of antidepressants at conception had no differences in 
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preterm birth, malformation, and autism, but a reduced risk of intellectual disability 
(adjusted hazard ratio 0.49 (0.26 to 0.93)). 
Conclusion Paternal intake of antidepressants during the period around conception is 
safe with respect to the risk of the four major adverse outcomes in offspring—preterm 
birth, malformation, autism, or intellectual disability. 
________________________________________________________________________ 

 
Effect of restricting the legal supply of prescription opioids on buying through 
online illicit marketplaces: Interrupted time series analysis 
James Martin, Jack Cunliffe, David Décary-Hétu, et al. 
BMJ 2018; 361 (Published 13 June 2018) 
https://www.bmj.com/content/361/bmj.k2270 
 
Abstract 
Objective To examine the effect on the trade in opioids through online illicit markets 
(“cryptomarkets”) of the US Drug Enforcement Administration’s ruling in 2014 to 
reschedule hydrocodone combination products. 
Design Interrupted time series analysis. 
Setting 31 of the world’s largest cryptomarkets operating from October 2013 to July 2016. 
Main outcome measures The proportion of total transactions, advertised and active 
listings for prescription opioids, prescription sedatives, prescription steroids, prescription 
stimulants, and illicit opioids, and the composition of the prescription opioid market 
between the US and elsewhere. 
Results The sale of prescription opioids through US cryptomarkets increased after the 
schedule change, with no statistically significant changes in sales of prescription 
sedatives, prescription steroids, prescription stimulants, or illicit opioids. In July 2016 sales 
of opioids through US cryptomarkets represented 13.7% of all drug sales (95% confidence 
interval 11.5% to 16.0%) compared with a modelled estimate of 6.7% of all sales (3.7% to 
9.6%) had the new schedule not been introduced. This corresponds to a 4 percentage 
point yearly increase in the amount of trade that prescription opioids represent in the US 
market, set against no corresponding changes for comparable products or for prescription 
opioids sold outside the US. This change was first observed for sales, and later observed 
for product availability. There was also a change in the composition of the prescription 
opioid market: fentanyl was the least purchased product during July to September 2014, 
then the second most frequently purchased by July 2016. 
Conclusions The scheduling change in hydrocodone combination products coincided with 
a statistically significant, sustained increase in illicit trading of opioids through online US 
cryptomarkets. These changes were not observed for other drug groups or in other 
countries. A subsequent move was observed towards the purchase of more potent forms 
of prescription opioids, particularly oxycodone and fentanyl. 
________________________________________________________________________ 

 
Effects on abstinence of nicotine patch treatment before quitting smoking: Parallel, 
two arm, pragmatic randomised trial 
The Preloading Investigators 
BMJ 2018; 361 (Published 13 June 2018) 
https://www.bmj.com/content/361/bmj.k2164 
 
Abstract 
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Objective To examine the effectiveness of a nicotine patch worn for four weeks before a 
quit attempt. 
Design Randomised controlled open label trial. 
Setting Primary care and smoking cessation clinics in England, 2012-15. 
Participants 1792 adults who were daily smokers with tobacco dependence. 899 were 
allocated to the preloading arm and 893 to the control arm. 
Interventions Participants were randomised 1:1, using concealed randomly permuted 
blocks stratified by centre, to either standard smoking cessation pharmacotherapy and 
behavioural support or the same treatment supplemented by four weeks of 21 mg nicotine 
patch use before quitting: “preloading.” 
Main outcome measures The primary outcome was biochemically confirmed prolonged 
abstinence at six months. Secondary outcomes were prolonged abstinence at four weeks 
and 12 months. 
Results Biochemically validated abstinence at six months was achieved by 157/899 
(17.5%) participants in the preloading arm and 129/893 (14.4%) in the control arm: 
difference 3.0% (95% confidence interval −0.4% to 6.4%), odds ratio 1.25 (95% 
confidence interval 0.97 to 1.62), P=0.08 in the primary analysis. There was an imbalance 
between arms in the frequency of varenicline use as post-cessation treatment, and 
planned adjustment for this gave an odds ratio for the effect of preloading of 1.34 (95% 
confidence interval 1.03 to 1.73), P=0.03: difference 3.8% (0.4% to 7.2%). At four weeks, 
the difference in prolonged abstinence unadjusted for varenicline use was odds ratio 1.21 
(1.00 to 1.48), difference 4.3% (0.0% to 8.7%), P=0.05, and adjusted for varenicline use 
was 1.32 (1.08 to 1.62) P=0.007. At 12 months the odds ratio was 1.28 (0.97 to 1.69), 
difference 2.7% (−0.4% to 5.8%), P=0.09 unadjusted for varenicline use and after 
adjustment was 1.36 (1.02 to 1.80) P=0.04. 5.9% of participants discontinued preloading 
owing to intolerance. Gastrointestinal symptoms—chiefly nausea—occurred in 4.0% (2.2% 
to 5.9%) more people in the preloading arm than control arm. Eight serious adverse events 
occurred in the preloading arm and eight in the control arm (odds ratio 0.99, 0.36 to 2.75). 
Conclusions Evidence was insufficient to confidently show that nicotine preloading 
increases subsequent smoking abstinence. The beneficial effect seems to have been 
masked by a concurrent reduction in the use of varenicline in people using nicotine 
preloading, and future studies should explore ways to mitigate this unintended effect. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (19 June 2018, Vol. 319, No. 23) 
 
Association of Stress-Related Disorders With Subsequent Autoimmune Disease 
Huan Song, Fang Fang, Gunnar Tomasson, et al.  
JAMA.  2018; 319 (23): 2388-2400.  
https://jamanetwork.com/journals/jama/fullarticle/2685155 
 
Abstract  
Importance Psychiatric reactions to life stressors are common in the general population 
and may result in immune dysfunction. Whether such reactions contribute to the risk of 
autoimmune disease remains unclear. 
Objective To determine whether there is an association between stress-related disorders 
and subsequent autoimmune disease. 
Design, Setting, and Participants Population- and sibling-matched retrospective cohort 
study conducted in Sweden from January 1, 1981, to December 31, 2013. The cohort 
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included 106 464 exposed patients with stress-related disorders, with 1 064 640 matched 
unexposed persons and 126 652 full siblings of these patients. 
Exposures Diagnosis of stress-related disorders, i.e. posttraumatic stress disorder, acute 
stress reaction, adjustment disorder, and other stress reactions. 
Main Outcomes and Measures Stress-related disorder and autoimmune diseases were 
identified through the National Patient Register. The Cox model was used to estimate 
hazard ratios (HRs) with 95% CIs of 41 autoimmune diseases beyond 1 year after the 
diagnosis of stress-related disorders, controlling for multiple risk factors. 
Results The median age at diagnosis of stress-related disorders was 41 years 
(interquartile range, 33-50 years) and 40% of the exposed patients were male. During a 
mean follow-up of 10 years, the incidence rate of autoimmune diseases was 9.1, 6.0, and 
6.5 per 1000 person-years among the exposed, matched unexposed, and sibling cohorts, 
respectively (absolute rate difference, 3.12 [95% CI, 2.99-3.25] and 2.49 [95% CI, 2.23-
2.76] per 1000 person-years compared with the population- and sibling-based reference 
groups, respectively). Compared with the unexposed population, patients with stress-
related disorders were at increased risk of autoimmune disease (HR, 1.36 [95% CI, 1.33-
1.40]). The HRs for patients with posttraumatic stress disorder were 1.46 (95% CI, 1.32-
1.61) for any and 2.29 (95% CI, 1.72-3.04) for multiple (≥3) autoimmune diseases. These 
associations were consistent in the sibling-based comparison. Relative risk elevations 
were more pronounced among younger patients (HR, 1.48 [95% CI, 1.42-1.55]; 1.41 [95% 
CI, 1.33-1.48]; 1.31 [95% CI, 1.24-1.37]; and 1.23 [95% CI, 1.17-1.30] for age at ≤33, 34-
41, 42-50, and ≥51 years, respectively; P for interaction < .001). Persistent use of selective 
serotonin reuptake inhibitors during the first year of posttraumatic stress disorder diagnosis 
was associated with attenuated relative risk of autoimmune disease (HR, 3.64 [95% CI, 
2.00-6.62]; 2.65 [95% CI, 1.57-4.45]; and 1.82 [95% CI, 1.09-3.02] for duration ≤179, 180-
319, and ≥320 days, respectively; P for trend = .03). 
Conclusions and Relevance In this Swedish cohort, exposure to a stress-related 
disorder was significantly associated with increased risk of subsequent autoimmune 
disease, compared with matched unexposed individuals and with full siblings. Further 
studies are needed to better understand the underlying mechanisms. 
________________________________________________________________________ 

 
Association Between Inherited Germline Mutations in Cancer Predisposition Genes 
and Risk of Pancreatic Cancer 
Chunling Hu, Steven N. Hart, Eric C. Polley, et al 
JAMA.  2018; 319 (23): 2401-2409.  
https://jamanetwork.com/journals/jama/fullarticle/2685154 
 
Abstract  
Importance Individuals genetically predisposed to pancreatic cancer may benefit from 
early detection. Genes that predispose to pancreatic cancer and the risks of pancreatic 
cancer associated with mutations in these genes are not well defined. 
Objective To determine whether inherited germline mutations in cancer predisposition 
genes are associated with increased risks of pancreatic cancer. 
Design, Setting, and Participant Case-control analysis to identify pancreatic cancer 
predisposition genes; longitudinal analysis of patients with pancreatic cancer for prognosis. 
The study included 3030 adults diagnosed as having pancreatic cancer and enrolled in a 
Mayo Clinic registry between October 12, 2000, and March 31, 2016, with last follow-up on 
June 22, 2017. Reference controls were 123 136 individuals with exome sequence data in 
the public Genome Aggregation Database and 53 105 in the Exome Aggregation 
Consortium database. 
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Exposures Individuals were classified based on carrying a deleterious mutation in cancer 
predisposition genes and having a personal or family history of cancer. 
Main Outcomes and Measures Germline mutations in coding regions of 21 cancer 
predisposition genes were identified by sequencing of products from a custom multiplex 
polymerase chain reaction–based panel; associations of genes with pancreatic cancer 
were assessed by comparing frequency of mutations in genes of pancreatic cancer 
patients with those of reference controls. 
Results   Comparing 3030 case patients with pancreatic cancer (43.2% female; 95.6% 
non-Hispanic white; mean age at diagnosis, 65.3 [SD, 10.7] years) with reference controls, 
significant associations were observed between pancreatic cancer and mutations in 
CDKN2A  (0.3 % of cases and 0.02% of controls; odds ratio [OR], 12.33; 95% CI, 5.43-
25.61 ;)TP53  (0.2 % of cases and 0.02% of controls; OR, 6.70; 95% CI, 2.52-14.95 ;)MLH1 

(0.13 % of cases and 0.02% of controls; OR, 6.66; 95% CI, 1.94-17.53 ) ; BRCA2  (1.9 % of 
cases and 0.3% of controls; OR, 6.20; 95% CI, 4.62-8.17 ;)ATM  (2.3 % of cases and 0.37% 
of controls; OR, 5.71; 95% CI, 4.38-7.33); and BRCA1  (0.6 % of cases and 0.2% of 
controls; OR, 2.58; 95% CI, 1.54-4.05.) 
Conclusions and Relevance   In this case-control study, mutations in 6 genes associated 
with pancreatic cancer were found in 5.5% of all pancreatic cancer patients, including 
7.9% of patients with a family history of pancreatic cancer and 5.2% of patients without a 
family history of pancreatic cancer. Further research is needed for replication in other 
populations. 
________________________________________________________________________ 

 
Differences in Obesity Prevalence by Demographics and Urbanization in US 
Children and Adolescents, 2013-2016 
Cynthia L. Ogden, Cheryl D. Fryar, Craig M. Hales, et al  
JAMA.  2018; 319 (23): 2410-2418.  
https://jamanetwork.com/journals/jama/article-abstract/2685153 
 
Abstract  
Importance Differences in childhood obesity by demographics and urbanization have 
been reported. 
Objective To present data on obesity and severe obesity among US youth by 
demographics and urbanization and to investigate trends by urbanization. 
Design, Setting, and Participants  Measured weight and height among youth aged 2 to 
19 years in the 2001-2016 National Health and Nutrition Examination Surveys, which are 
serial, cross-sectional, nationally representative surveys of the civilian, noninstitutionalized 
population. 
Exposures Sex, age, race and Hispanic origin, education of household head, and 
urbanization, as assessed by metropolitan statistical areas (MSAs; large: ≥ 1 million 
population). 
Main Outcomes and Measures  Prevalence of obesity (body mass index [BMI] ≥95th 
percentile of US Centers for Disease Control and Prevention [CDC] growth charts) and 
severe obesity (BMI ≥120% of 95th percentile) by subgroups in 2013-2016 and trends by 
urbanization between 2001-2004 and 2013-2016. 
Results Complete data on weight, height, and urbanization were available for 6863 
children and adolescents (mean age, 11 years; female, 49%). In 2013-2016, the 
prevalence among youth aged 2 to 19 years was 17.8% (95% CI, 16.1%-19.6%) for 
obesity and 5.8% (95% CI, 4.8%-6.9%) for severe obesity. Prevalence of obesity in large 
MSAs (17.1% [95% CI, 14.9%-19.5%]), medium or small MSAs (17.2% [95% CI, 14.5%-
20.2%]) and non-MSAs (21.7% [95% CI, 16.1%-28.1%]) were not significantly different 
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from each other (range of pairwise comparisons P = .09-.96). Severe obesity was 
significantly higher in non-MSAs (9.4% [95% CI, 5.7%-14.4%]) compared with large MSAs 
(5.1% [95% CI, 4.1%-6.2%]; P = .02). In adjusted analyses, obesity and severe obesity 
significantly increased with greater age and lower education of household head, and 
severe obesity increased with lower level of urbanization. Compared with non-Hispanic 
white youth, obesity and severe obesity prevalence were significantly higher among non-
Hispanic black and Hispanic youth. Severe obesity, but not obesity, was significantly lower 
among non-Hispanic Asian youth than among non-Hispanic white youth. There were no 
significant linear or quadratic trends in obesity or severe obesity prevalence from 2001-
2004 to 2013-2016 for any urbanization category (P range = .07-.83). 
Conclusions and Relevance In 2013-2016, there were differences in the prevalence of 
obesity and severe obesity by age, race and Hispanic origin, and household education, 
and severe obesity was inversely associated with urbanization. Demographics were not 
related to the urbanization findings. 
________________________________________________________________________ 

 
Differences in Obesity Prevalence by Demographic Characteristics and Urbanization 
Level Among Adults in the United States, 2013-2016 
Craig M. Hales, Cheryl D. Fryar, Margaret D. Carroll, et al  
JAMA.  2018; 319 (23): 2419-2429.  
https://jamanetwork.com/journals/jama/fullarticle/2685156 
 
Abstract  
Importance Differences in obesity by sex, age group, race and Hispanic origin among US 
adults have been reported, but differences by urbanization level have been less studied. 
Objectives To provide estimates of obesity by demographic characteristics and 
urbanization level and to examine trends in obesity prevalence by urbanization level. 
Design, Setting, and Participants  Serial cross-sectional analysis of measured height 
and weight among adults aged 20 years or older in the 2001-2016 National Health and 
Nutrition Examination Survey, a nationally representative survey of the civilian, 
noninstitutionalized US population. 
Exposures  Sex, age group, race and Hispanic origin, education level, smoking status, 
and urbanization level as assessed by metropolitan statistical areas (MSAs; large: ≥1 
million population). 
Main Outcomes and Measures Prevalence of obesity (body mass index [BMI] ≥30) and 
severe obesity (BMI ≥40) by subgroups in 2013-2016 and trends by urbanization level 
between 2001-2004 and 2013-2016. 
Results Complete data on weight, height, and urbanization level were available for 10 792 
adults (mean age, 48 years; 51% female [weighted]). During 2013-2016, 38.9% (95% CI, 
37.0% to 40.7%) of US adults had obesity and 7.6% (95% CI, 6.8% to 8.6%) had severe 
obesity. Men living in medium or small MSAs had a higher age-adjusted prevalence of 
obesity compared with men living in large MSAs (42.4% vs 31.8%, respectively; adjusted 
difference, 9.8 percentage points [95% CI, 5.1 to 14.5 percentage points]); however, the 
age-adjusted prevalence among men living in non-MSAs was not significantly different 
compared with men living in large MSAs (38.9% vs 31.8%, respectively; adjusted 
difference, 4.8 percentage points [95% CI, −2.9 to 12.6 percentage points]). The age-
adjusted prevalence of obesity was higher among women living in medium or small MSAs 
compared with women living in large MSAs (42.5% vs 38.1%, respectively; adjusted 
difference, 4.3 percentage points [95% CI, 0.2 to 8.5 percentage points]) and among 
women living in non-MSAs compared with women living in large MSAs (47.2% vs 38.1%, 
respectively; adjusted difference, 4.7 percentage points [95% CI, 0.2 to 9.3 percentage 
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points]). Similar patterns were seen for severe obesity except that the difference between 
men living in large MSAs compared with non-MSAs was significant. The age-adjusted 
prevalence of obesity and severe obesity also varied significantly by age group, race and 
Hispanic origin, and education level, and these patterns of variation were often different by 
sex. Between 2001-2004 and 2013-2016, the age-adjusted prevalence of obesity and 
severe obesity significantly increased among all adults at all urbanization levels. 
Conclusions and Relevance In this nationally representative survey of adults in the 
United States, the age-adjusted prevalence of obesity and severe obesity in 2013-2016 
varied by level of urbanization, with significantly greater prevalence of obesity and severe 
obesity among adults living in nonmetropolitan statistical areas compared with adults living 
in large metropolitan statistical areas. 

Back to Contents 
________________________________________________________________________ 

 

The Lancet (16 June 2018, Vol. 391, No. 10138) 
 
Long-term albumin administration in decompensated cirrhosis (ANSWER): An open-
label randomised trial 
Paolo Caraceni, Oliviero Riggio, Paolo Angeli, et al. for the ANSWER Study Investigators  
The Lancet, Volume 391, No. 10138, p.2417–2429, 16 June 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30840-7/fulltext 
 
Summary 
Background 
Evidence is scarce on the efficacy of long-term human albumin (HA) administration in 
patients with decompensated cirrhosis. The human Albumin for the treatmeNt of aScites in 
patients With hEpatic ciRrhosis (ANSWER) study was designed to clarify this issue. 
Methods 
We did an investigator-initiated multicentre randomised, parallel, open-label, pragmatic 
trial in 33 academic and non-academic Italian hospitals. We randomly assigned patients 
with cirrhosis and uncomplicated ascites who were treated with anti-aldosteronic drugs 
(≥200 mg/day) and furosemide (≥25 mg/day) to receive either standard medical treatment 
(SMT) or SMT plus HA (40 g twice weekly for 2 weeks, and then 40 g weekly) for up to 18 
months. The primary endpoint was 18-month mortality, evaluated as difference of events 
and analysis of survival time in patients included in the modified intention-to-treat and per-
protocol populations. This study is registered with EudraCT, number 2008–000625–19, 
and ClinicalTrials.gov, number NCT01288794. 
Findings 
From April 2, 2011, to May 27, 2015, 440 patients were randomly assigned and 431 were 
included in the modified intention-to-treat analysis. 38 of 218 patients died in the SMT plus 
HA group and 46 of 213 in the SMT group. Overall 18-month survival was significantly 
higher in the SMT plus HA than in the SMT group (Kaplan-Meier estimates 77% vs 66%; 
p=0·028), resulting in a 38% reduction in the mortality hazard ratio (0·62 [95% CI 0·40–
0·95]). 46 (22%) patients in the SMT group and 49 (22%) in the SMT plus HA group had 
grade 3–4 non-liver related adverse events. 
Interpretation 
In this trial, long-term HA administration prolongs overall survival and might act as a 
disease modifying treatment in patients with decompensated cirrhosis. 
________________________________________________________________________ 
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Trends in cause-specific mortality among adults with and without diagnosed 
diabetes in the USA: An epidemiological analysis of linked national survey and vital 
statistics data 
Edward W Gregg, Yiling J Cheng, Meera Srinivasan, at al. 
The Lancet, Volume 391, No. 10138, p.2430–2440, 16 June 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30314-3/fulltext 
 
Summary 
Background 
Large reductions in diabetes complications have altered diabetes-related morbidity in the 
USA. It is unclear whether similar trends have occurred in causes of death. 
Methods 
Using data from the National Health Interview Survey Linked Mortality files from 1985 to 
2015, we estimated age-specific death rates and proportional mortality from all causes, 
vascular causes, cancers, and non-vascular, non-cancer causes among US adults by 
diabetes status. 
Findings 
From 1988–94, to 2010–15, all-cause death rates declined by 20% every 10 years among 
US adults with diabetes (from 23·1 [95% CI 20·1–26·0] to 15·2 [14·6–15·8] per 1000 
person-years), while death from vascular causes decreased 32% every 10 years (from 
11·0 [9·2–12·2] to 5·2 [4·8–5·6] per 1000 person-years), deaths from cancers decreased 
16% every 10 years (from 4·4 [3·2–5·5] to 3·0 [2·8–3·3] per 1000 person-years), and the 
rate of non-vascular, non-cancer deaths declined by 8% every 10 years (from 7·7 [6·3–
9·2] to 7·1 [6·6–7·5]). Death rates also declined significantly among people without 
diagnosed diabetes for all four major mortality categories. However, the declines in death 
rates were significantly greater among people with diabetes for all-causes 
(pinteraction<0·0001), vascular causes (pinteraction=0·0214), and non-vascular, non-cancer 
causes (pinteration<0·0001), as differences in all-cause and vascular disease death between 
people with and without diabetes were reduced by about a half. Among people with 
diabetes, all-cause mortality rates declined most in men and adults aged 65–74 years of 
age, and there was no decline in death rates among adults aged 20–44 years. The 
different magnitude of changes in cause-specific mortality led to large changes in the 
proportional mortality. The proportion of total deaths among adults with diabetes from 
vascular causes declined from 47·8% (95% CI 38·9–58·8) in 1988–94 to 34·1% (31·4–
37·1) in 2010–15; this decline was offset by large increases in the proportion of deaths 
from non-vascular, non-cancer causes, from 33·5% (26·7–42·1) to 46·5% (43·3–50·0). 
The proportion of deaths caused by cancer was relatively stable over time, ranging from 
16% to 20%. 
Interpretation 
Declining rates of vascular disease mortality are leading to a diversification of forms of 
diabetes-related mortality with implications for clinical management, prevention, and 
disease monitoring. 
_______________________________________________________________________ 

 
Benefits and harms of screening men for abdominal aortic aneurysm in Sweden: A 
registry-based cohort study 
Minna Johansson, Per Henrik Zahl, Volkert Siersma, et al. 
The Lancet, Volume 391, No. 10138, p.2441–2447, 16 June 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31031-6/fulltext 
 
Summary 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30314-3/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31031-6/fulltext


 

 - 10 - 

Background 
Large reductions in the incidence of abdominal aortic aneurysm (AAA) and AAA-related 
mortality mean that results from randomised trials of screening for the disorder might be 
out-dated. The aim of this study was to estimate the effect of AAA screening in Sweden on 
disease-specific mortality, incidence, and surgery. 
Methods 
Individual data on the incidence of AAA, AAA mortality, and surgery for AAA in a cohort of 
men aged 65 years who were invited to screening between 2006 and 2009, were 
compared with data from an age-matched contemporaneous cohort of men who were not 
invited for AAA screening. We also analysed national data for all men aged 40–99 years 
between Jan 1, 1987, and Dec 31, 2015, to explore background trends. Adjustment for 
confounding was done by weighting the analyses with a propensity score obtained from a 
logistic regression model on cohort year, marital status, educational level, income, and 
whether the patient already had an AAA diagnosis at baseline. Adjustment for differential 
attrition was also done by weighting the analyses with the inverse probability of still being 
in the cohort 6 years after screening. Generalised estimating equations were used to 
adjust the variance for repeated measurement and in response to the weighting. 
Findings 
AAA mortality in Swedish men has decreased from 36 to ten deaths per 100 000 men 
aged 65–74 years between the early 2000s and 2015. Mortality decreased at similar rates 
in all Swedish counties, irrespective of whether AAA screening was offered. After 6 years 
with screening, we found a non-significant reduction in AAA mortality associated with 
screening (adjusted odds ratio [aOR] 0·76, 95% CI 0·38–1·51), which means that two men 
(95% CI −3 to 7) avoid death from AAA for every 10 000 men offered screening. Screening 
was associated with increased odds of AAA diagnosis (aOR 1·52, 95% CI 1·16–1·99; 
p=0·002) and an increased risk of elective surgery (aOR 1·59, 95% CI 1·20–2·10; 
p=0·001), such that for every 10 000 men offered screening, 49 men (95% CI 25–73) were 
likely to be overdiagnosed, 19 of whom (95% CI 1–37) had avoidable surgery that 
increased their risk of mortality and morbidity. 
Interpretation 
AAA screening in Sweden did not contribute substantially to the large observed reductions 
in AAA mortality. The reductions were mostly caused by other factors, probably reduced 
smoking. The small benefit and substantially less favourable benefit-to-harm balance call 
the continued justification of the intervention into question. 

Back to Contents 
________________________________________________________________________ 

 
The New England Journal of Medicine (14 June 2018, Vol. 378, No. 24) 
 
Restrictive versus Liberal Fluid Therapy for Major Abdominal Surgery 
Paul S. Myles, Rinaldo Bellomo, Tomas Corcoran, et al. for the Australian and New 
Zealand College of Anaesthetists Clinical Trials Network and the Australian and New 
Zealand Intensive Care Society Clinical Trials Group 
N Engl J Med 2018; 378: 2263-2274 June 14, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1801601 
 
Abstract 
Background 
Guidelines to promote the early recovery of patients undergoing major surgery recommend 
a restrictive intravenous-fluid strategy for abdominal surgery. However, the supporting 
evidence is limited, and there is concern about impaired organ perfusion. 

https://www.nejm.org/doi/full/10.1056/NEJMoa1801601
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Methods 
In a pragmatic, international trial, we randomly assigned 3000 patients who had an 
increased risk of complications while undergoing major abdominal surgery to receive a 
restrictive or liberal intravenous-fluid regimen during and up to 24 hours after surgery. The 
primary outcome was disability-free survival at 1 year. Key secondary outcomes were 
acute kidney injury at 30 days, renal-replacement therapy at 90 days, and a composite of 
septic complications, surgical-site infection, or death. 
Results 
During and up to 24 hours after surgery, 1490 patients in the restrictive fluid group had a 
median intravenous-fluid intake of 3.7 liters (interquartile range, 2.9 to 4.9), as compared 
with 6.1 liters (interquartile range, 5.0 to 7.4) in 1493 patients in the liberal fluid group 
(P<0.001). The rate of disability-free survival at 1 year was 81.9% in the restrictive fluid 
group and 82.3% in the liberal fluid group (hazard ratio for death or disability, 1.05; 95% 
confidence interval, 0.88 to 1.24; P=0.61). The rate of acute kidney injury was 8.6% in the 
restrictive fluid group and 5.0% in the liberal fluid group (P<0.001). The rate of septic 
complications or death was 21.8% in the restrictive fluid group and 19.8% in the liberal 
fluid group (P=0.19); rates of surgical-site infection (16.5% vs. 13.6%, P=0.02) and renal-
replacement therapy (0.9% vs. 0.3%, P=0.048) were higher in the restrictive fluid group, 
but the between-group difference was not significant after adjustment for multiple testing. 
Conclusions 
Among patients at increased risk for complications during major abdominal surgery, a 
restrictive fluid regimen was not associated with a higher rate of disability-free survival 
than a liberal fluid regimen and was associated with a higher rate of acute kidney injury.  
________________________________________________________________________ 

 
Clinical Trial of Fluid Infusion Rates for Pediatric Diabetic Ketoacidosis 
Nathan Kuppermann, Simona Ghetti, Jeff E. Schunk, et al. for the PECARN DKA FLUID 
Study Group 
N Engl J Med 2018; 378: 2275-2287 June 14, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1716816 
 
Abstract 
Background 
Diabetic ketoacidosis in children may cause brain injuries ranging from mild to severe. 
Whether intravenous fluids contribute to these injuries has been debated for decades. 
Methods 
We conducted a 13-center, randomized, controlled trial that examined the effects of the 
rate of administration and the sodium chloride content of intravenous fluids on neurologic 
outcomes in children with diabetic ketoacidosis. Children were randomly assigned to one 
of four treatment groups in a 2-by-2 factorial design (0.9% or 0.45% sodium chloride 
content and rapid or slow rate of administration). The primary outcome was a decline in 
mental status (two consecutive Glasgow Coma Scale scores of <14, on a scale ranging 
from 3 to 15, with lower scores indicating worse mental status) during treatment for 
diabetic ketoacidosis. Secondary outcomes included clinically apparent brain injury during 
treatment for diabetic ketoacidosis, short-term memory during treatment for diabetic 
ketoacidosis, and memory and IQ 2 to 6 months after recovery from diabetic ketoacidosis. 
Results 
A total of 1389 episodes of diabetic ketoacidosis were reported in 1255 children. The 
Glasgow Coma Scale score declined to less than 14 in 48 episodes (3.5%), and clinically 
apparent brain injury occurred in 12 episodes (0.9%). No significant differences among the 
treatment groups were observed with respect to the percentage of episodes in which the 

https://www.nejm.org/doi/full/10.1056/NEJMoa1716816
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Glasgow Coma Scale score declined to below 14, the magnitude of decline in the Glasgow 
Coma Scale score, or the duration of time in which the Glasgow Coma Scale score was 
less than 14; with respect to the results of the tests of short-term memory; or with respect 
to the incidence of clinically apparent brain injury during treatment for diabetic 
ketoacidosis. Memory and IQ scores obtained after the children’s recovery from diabetic 
ketoacidosis also did not differ significantly among the groups. Serious adverse events 
other than altered mental status were rare and occurred with similar frequency in all 
treatment groups. 
Conclusions 
Neither the rate of administration nor the sodium chloride content of intravenous fluids 
significantly influenced neurologic outcomes in children with diabetic ketoacidosis. 
________________________________________________________________________ 

 
Atezolizumab for First-Line Treatment of Metastatic Nonsquamous NSCLC 
Mark A. Socinski, Robert M. Jotte, Federico Cappuzzo, et al. for the IMpower150 Study 
Group 
N Engl J Med 2018; 378: 2288-2301 June 14, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1716948 
 
Abstract 
Background 
The cancer-cell–killing property of atezolizumab may be enhanced by the blockade of 
vascular endothelial growth factor–mediated immunosuppression with bevacizumab. This 
open-label, phase 3 study evaluated atezolizumab plus bevacizumab plus chemotherapy 
in patients with metastatic nonsquamous non–small-cell lung cancer (NSCLC) who had 
not previously received chemotherapy. 
Methods 
We randomly assigned patients to receive atezolizumab plus carboplatin plus paclitaxel 
(ACP), bevacizumab plus carboplatin plus paclitaxel (BCP), or atezolizumab plus BCP 
(ABCP) every 3 weeks for four or six cycles, followed by maintenance therapy with 
atezolizumab, bevacizumab, or both. The two primary end points were investigator-
assessed progression-free survival both among patients in the intention-to-treat population 
who had a wild-type genotype (WT population; patients with EGFR or ALK genetic 
alterations were excluded) and among patients in the WT population who had high 
expression of an effector T-cell (Teff) gene signature in the tumor (Teff-high WT 
population) and overall survival in the WT population. The ABCP group was compared 
with the BCP group before the ACP group was compared with the BCP group. 
Results 
In the WT population, 356 patients were assigned to the ABCP group, and 336 to the BCP 
group. The median progression-free survival was longer in the ABCP group than in the 
BCP group (8.3 months vs. 6.8 months; hazard ratio for disease progression or death, 
0.62; 95% confidence interval [CI], 0.52 to 0.74; P<0.001); the corresponding values in the 
Teff-high WT population were 11.3 months and 6.8 months (hazard ratio, 0.51 [95% CI, 
0.38 to 0.68]; P<0.001). Progression-free survival was also longer in the ABCP group than 
in the BCP group in the entire intention-to-treat population (including those with EGFR or 
ALK genetic alterations) and among patients with low or negative programmed death 
ligand 1 (PD-L1) expression, those with low Teff gene-signature expression, and those 
with liver metastases. Median overall survival among the patients in the WT population 
was longer in the ABCP group than in the BCP group (19.2 months vs. 14.7 months; 
hazard ratio for death, 0.78; 95% CI, 0.64 to 0.96; P=0.02). The safety profile of ABCP 
was consistent with previously reported safety risks of the individual medicines. 

https://www.nejm.org/doi/full/10.1056/NEJMoa1716948
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Conclusions 
The addition of atezolizumab to bevacizumab plus chemotherapy significantly improved 
progression-free survival and overall survival among patients with metastatic 
nonsquamous NSCLC, regardless of PD-L1 expression and EGFR or ALK genetic 
alteration status.  

Back to Contents 
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Sources  
 

BMJ: British Medical Journal http://www.bmj.com/theBMJ 

JAMA: The Journal of the American Medical 
Association  

http://jama.ama-assn.org/ 

The Lancet www.thelancet.com 

The New England Journal of Medicine http://content.nejm.org/ 

The British Medical Journal (BMJ), JAMA and the New 
England Journal of Medicine (NEJM) can be accessed 
in full-text through your NHS Athens account. 
Unfortunately the national subscription to The Lancet 
has been cancelled.  
 

https://www.evidence.nhs.uk/n
hs-evidence-content/journals-
and-databases 
 
or http://www.openathens.net/ 
 

If you have not already registered for an NHS Athens 
Account, please register at: 
 
NB: It is recommended that you register on a Trust 
(NHS) PC for speedy confirmation of your username 
and password. Once registered, your account can be 
accessed from any device with online access. 

 
https://openathens.nice.org.uk
/ 
 

________________________________________________________________________ 

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 
________________________________________________________________________ 

 

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


 

 - 14 - 

KnowledgeShare 
 

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

 
________________________________________________________________________ 

 

Library Training Programme 2018 

https://openathens.nice.org.uk/
http://www.derbyhospitalslibrary.co.uk/current-awareness
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The Library & Knowledge Service will be offering the 

following training sessions in 2018: 

 

  
 

 Evidence-based Resources  

 Literature Searching  

 Critical Appraisal: An Introduction  

 Reflective Writing  

 Undertaking Randomised Controlled Trials (RCT) 

Research: study design basics and critical appraisal   

 EndNote Reference Management System 

 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 
 

http://www.derbyhospitalslibrary.co.uk/training
mailto:suzanne.toft@nhs.net
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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 
 

 
________________________________________________________________________ 

 

 
 
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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http://casereports.bmj.com/site/about/guidelines.xhtml
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