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BMJ (4 August 2018, Vol. 362, No. 8163)  
 
Association between population mean and distribution of deviance in demographic 
surveys from 65 countries: cross sectional study 
Fahad Razak, SV Subramanian, Shohinee Sarma et al. 
BMJ 2018; 362 :k3147 (Published 03 August 2018)  
https://www.bmj.com/content/362/bmj.k3147 
 
Abstract 
Objectives To examine whether conditions related to scarcity at the left side of the 
distribution (anaemia, severe chronic energy deficiency, and underweight) are as strongly 
related to population means as conditions of excess at the right side of the distribution 
(overweight and obesity). 
Design Observational study. 
Setting 65 countries, with nationally representative cross sectional data from 1994 to 2014 
obtained from the Demographic Health Surveys. 
Participants Non-pregnant women aged 20-49. Sample of 65 countries and n=524 380 for 
analysis of BMI; sample of 44 countries and n=316 465 for analysis of haemoglobin. 
Main outcome measures The association between mean and prevalence of each 
category. For BMI, prevalence of severe chronic energy deficiency (SCED, BMI <16.0), 
underweight (BMI <18.5), overweight (BMI >25) and obese (BMI >30.) were measured; for 
haemoglobin, prevalence of anaemia (haemoglobin <12.0 g/dL) and severe anaemia 
(haemoglobin <8.0 g/dL) were examined. 
Results There was a strong association between mean BMI and prevalence of overweight 
(r2=0.98; r=0.99; β=8.3 (8.0 to 8.6)) and obesity (r2=0.93; r=0.97; β=4.2 (3.9 to 4.5)). For 
left sided conditions, a moderate to strong association was found between mean BMI and 
prevalence of underweight (r2=0.67; r=−0.82; β=−2.7 (−3.1 to −2.2)), and a weaker 
association for SCED (r2=0.38; r=−0.61; β=−0.32 (−0.43 to −0.22)). There was a moderate 
association between mean haemoglobin and prevalence of anaemia (r2=0.46; r=−0.68; 
β=−10.8 (−14.5 to −7.1)) and a weaker association with severe anaemia (r2=0.30; r=-0.55; 
β=−0.55 (−0.81 to −0.29)). 
Conclusions The associations between population means and prevalence of conditions of 
scarcity such as low BMI and anaemia were substantially weaker than the associations of 
mean BMI with conditions of excesses such as overweight and obesity. 
________________________________________________________________________ 

 
Alcohol consumption and risk of dementia: 23 year follow-up of Whitehall II cohort 
study  
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Séverine Sabia, Aurore Fayosse, Julien Dumurgier, et al. 
BMJ 2018; 362 :k2927 (Published 01 August 2018)  
https://www.bmj.com/content/362/bmj.k2927 
 
Abstract 
Objective To examine the association between alcohol consumption and risk of dementia. 
Design Prospective cohort study. 
Setting Civil service departments in London (Whitehall II study). 
Participants 9087 participants aged 35-55 years at study inception (1985/88). 
Main outcome measures Incident dementia, identified through linkage to hospital, mental 
health services, and mortality registers until 2017. Measures of alcohol consumption were 
the mean from three assessments between 1985/88 and 1991/93 (midlife), categorised as 
abstinence, 1-14 units/week, and >14 units/week; 17 year trajectories of alcohol 
consumption based on five assessments of alcohol consumption between 1985/88 and 
2002/04; CAGE questionnaire for alcohol dependence assessed in 1991/93; and hospital 
admission for alcohol related chronic diseases between 1991 and 2017. 
Results 397 cases of dementia were recorded over a mean follow-up of 23 years. 
Abstinence in midlife was associated with a higher risk of dementia (hazard ratio 1.47, 
95% confidence interval 1.15 to 1.89) compared with consumption of 1-14 units/week. 
Among those drinking >14 units/week, a 7 unit increase in alcohol consumption was 
associated with a 17% (95% confidence interval 4% to 32%) increase in risk of dementia. 
CAGE score >2 (hazard ratio 2.19, 1.29 to 3.71) and alcohol related hospital admission 
(4.28, 2.72 to 6.73) were also associated with an increased risk of dementia. Alcohol 
consumption trajectories from midlife to early old age showed long term abstinence (1.74, 
1.31 to 2.30), decrease in consumption (1.55, 1.08 to 2.22), and long term consumption 
>14 units/week (1.40, 1.02 to 1.93) to be associated with a higher risk of dementia 
compared with long term consumption of 1-14 units/week. Analysis using multistate 
models suggested that the excess risk of dementia associated with abstinence in midlife 
was partly explained by cardiometabolic disease over the follow-up as the hazard ratio of 
dementia in abstainers without cardiometabolic disease was 1.33 (0.88 to 2.02) compared 
with 1.47 (1.15 to 1.89) in the entire population. 
Conclusion The risk of dementia was increased in people who abstained from alcohol in 
midlife or consumed >14 units/week. In several countries, guidelines define thresholds for 
harmful alcohol consumption much higher than 14 units/week. The present findings 
encourage the downward revision of such guidelines to promote cognitive health at older 
ages. 
________________________________________________________________________ 

 
Trends in outpatient antibiotic use and prescribing practice among US older adults, 
2011-15: observational study  
Scott W Olesen, Michael L Barnett, Derek R MacFadden, et al. 
BMJ 2018; 362 :k3155 (Published 27 July 2018)  
https://www.bmj.com/content/362/bmj.k3155 
 
Abstract 
Objective To identify temporal trends in outpatient antibiotic use and antibiotic prescribing 
practice among older adults in a high income country. 
Design Observational study using United States Medicare administrative claims in 2011-
15. 
Setting Medicare, a US national healthcare program for which 98% of older adults are 
eligible. 

https://www.bmj.com/content/362/bmj.k2927
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Participants 4.5 million fee-for-service Medicare beneficiaries aged 65 years old and 
older. 
Main outcome measurements Overall rates of antibiotic prescription claims, rates of 
potentially appropriate and inappropriate prescribing, rates for each of the most frequently 
prescribed antibiotics, and rates of antibiotic claims associated with specific diagnoses. 
Trends in antibiotic use were estimated by multivariable regression adjusting for 
beneficiaries’ demographic and clinical covariates. 
Results The number of antibiotic claims fell from 1364.7 to 1309.3 claims per 1000 
beneficiaries per year in 2011-14 (adjusted reduction of 2.1% (95% confidence interval 
2.0% to 2.2%)), but then rose to 1364.3 claims per 1000 beneficiaries per year in 2015 
(adjusted reduction of 0.20% over 2011-15 (0.09% to 0.30%)). Potentially inappropriate 
antibiotic claims fell from 552.7 to 522.1 per 1000 beneficiaries over 2011-14, an adjusted 
reduction of 3.9% (3.7% to 4.1%). Individual antibiotics had heterogeneous changes in 
use. For example, azithromycin claims per beneficiary decreased by 18.5% (18.2% to 
18.8%) while levofloxacin claims increased by 27.7% (27.2% to 28.3%). Azithromycin use 
associated with each of the potentially appropriate and inappropriate respiratory diagnoses 
decreased, while levofloxacin use associated with each of those diagnoses increased. 
Conclusion Among US Medicare beneficiaries, overall antibiotic use and potentially 
inappropriate use in 2011-15 remained steady or fell modestly, but individual drugs had 
divergent changes in use. Trends in drug use across indications were stronger than trends 
in use for individual indications, suggesting that guidelines and concerns about antibiotic 
resistance were not major drivers of change in antibiotic use. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (7 August 2018, Vol. 320, No. 5) 
 
Effect of a Behavioral Intervention for Underserved Preschool-Age Children on 
Change in Body Mass Index: A Randomized Clinical Trial 
Shari L. Barkin, William J. Heerman, Evan C. Sommer, et al. 
JAMA  .2018;320(5:)450-460 . doi:10.1001/jama.2018.9128 
https://jamanetwork.com/journals/jama/fullarticle/2695670 
 
Abstract  
Importance Prevention of obesity during childhood is critical for children in underserved 
populations, for whom obesity prevalence and risk of chronic disease are highest. 
Objective To test the effect of a multicomponent behavioral intervention on child body 
mass index (BMI, calculated as weight in kilograms divided by height in meters squared) 
growth trajectories over 36 months among preschool-age children at risk for obesity. 

Design, Setting, and Participants A randomized clinical trial assigned 610 parent-child 
pairs from underserved communities in Nashville, Tennessee, to a 36-month intervention 
targeting health behaviors or a school-readiness control. Eligible children were between 
ages 3 and 5 years and at risk for obesity but not yet obese. Enrollment occurred from 
August 2012 to May 2014; 36-month follow-up occurred from October 2015 to June 2017. 

Interventions   The intervention (n = 304 pairs) was a 36-month family-based, community-
centered program, consisting of 12 weekly skills-building sessions, followed by monthly 
coaching telephone calls for 9 months, and a 24-month sustainability phase providing cues 
to action. The control (n = 306 pairs) consisted of 6 school-readiness sessions delivered 
over the 36-month study, conducted by the Nashville Public Library. 

Main Outcomes and Measures The primary outcome was child BMI trajectory over 36 
months. Seven prespecified secondary outcomes included parent-reported child dietary 

https://jamanetwork.com/journals/jama/fullarticle/2695670
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intake and community center use. The Benjamini-Hochberg procedure corrected for 
multiple comparisons. 

Results Participants were predominantly Latino (91.4%). At baseline, the mean (SD) child 
age was 4.3 (0.9) years; 51.9% were female. Household income was below $25 000 for 
56.7% of families. Retention was 90.2%. At 36 months, the mean (SD) child BMI was 17.8 
(2.2) in the intervention group and 17.8 (2.1) in the control group. No significant difference 
existed in the primary outcome of BMI trajectory over 36 months  ( P . = 39 .) The intervention 
group children had a lower mean caloric intake (1227 kcal/d) compared with control group 
children (1323 kcal/d) (adjusted difference, −99.4 kcal [95% CI, −160.7 to −38.0]; 
corrected P . = 003 .) Intervention group parents used community centers with their children 
more than control group parents (56.8% in intervention; 44.4% in control) (risk ratio, 1.29 
[95% CI, 1.08 to 1.53]; corrected P . = 006.)  

Conclusions and Relevance A 36-month multicomponent behavioral intervention did not 
change BMI trajectory among underserved preschool-age children in Nashville, 
Tennessee, compared with a control program. Whether there would be effectiveness for 
other types of behavioral interventions or implementation in other cities would require 
further research. 

Trial Registration ClinicalTrials.gov Identifier :NCT01316653 
________________________________________________________________________ 

 
Effect of a Responsive Parenting Educational Intervention on Childhood Weight 
Outcomes at 3 Years of Age: The INSIGHT Randomized Clinical Trial 
Ian M. Paul, Jennifer S. Savage, Stephanie Anzman-Frasca, et al. 
JAMA. 2018;320(5):461-468. doi:10.1001/jama.2018.9432 
https://jamanetwork.com/journals/jama/article-abstract/2695671 
 
Abstract 
Importance Rapid growth and elevated weight status in early childhood increase risk for 
later obesity, but interventions that improve growth trajectories are lacking. 
Objective To examine effects of a responsive parenting intervention designed to promote 
developmentally appropriate, prompt, and contingent responses to a child’s needs on 
weight outcomes at 3 years. 
Design, Setting, and Participants A single-center randomized clinical trial comparing a 
responsive parenting intervention designed to prevent childhood obesity vs a home safety 
intervention (control) among 279 primiparous mother-child dyads (responsive parenting 
group, 140; control group, 139) who enrolled and completed the first home visit from 
January 2012 through March 2014 with follow-up to age 3 years (completed by April 
2017). 
Interventions Research nurses conducted 4 home visits during infancy and annual 
research center visits. The responsive parenting curriculum focused on feeding, sleep, 
interactive play, and emotion regulation. The control curriculum focused on safety. 
Main Outcomes and Measures The primary outcome was body mass index (BMI) z 
score at 3 years (z score of 0 represents the population mean; 1 and −1 represent 1 SD 
above and below the mean, respectively). BMI percentile at 3 years was designated 
previously as the primary outcome. Secondary outcomes included the prevalence of 
overweight (BMI ≥85th percentile and <95th percentile) and obesity (BMI ≥95th percentile) 
at 3 years. 
Results Among 291 mother-child dyads randomized, 279 received the first home visit and 
were included in the primary analysis. 232 mother-child dyads (83.2%) completed the 3-
year trial. Mean age of the mothers was 28.7 years; 86% were white and 86% were 
privately insured. At age 3 years, children in the responsive parenting group had a lower 

https://clinicaltrials.gov/ct2/show/NCT01316653
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mean BMI z score (−0.13 in the responsive parenting group vs 0.15 in the control group; 
absolute difference, −0.28 [95% CI, −0.53 to −0.01]; P = .04). Mean BMI percentiles did not 
differ significantly (47th in the responsive parenting group vs 54th in the control group; 
reduction in mean BMI percentiles of 6.9 percentile points [95% CI, −14.5 to 0.6]; P = .07). 
Of 116 children in the responsive parenting group, 13 (11.2%) were overweight vs 23 
(19.8%) of 116 children in the control group (absolute difference, −8.6% [95% CI, −17.9% 
to 0.0%]; odds ratio [OR], 0.51 [95% CI, 0.25 to 1.06]; P = .07); 3 children (2.6%) in the 
responsive parenting group were obese vs 9 children (7.8%) in the control group (absolute 
difference, −5.2% [95% CI, −10.8% to 0.0%]; OR, 0.32 [95% CI, 0.08 to 1.20]; P = .09). 
Conclusions and Relevance Among primiparous mother-child dyads, a responsive 
parenting intervention initiated in early infancy compared with a control intervention 
resulted in a modest reduction in BMI z scores at age 3 years, but no significant difference 
in BMI percentile. Further research is needed to determine the long-term effect of the 
intervention and assess its efficacy in other settings. 
Trial Registration ClinicalTrials.gov Identifier: NCT01167270 
________________________________________________________________________ 

 
Association of Broad-Based Genomic Sequencing With Survival Among Patients 
With Advanced Non–Small Cell Lung Cancer in the Community Oncology Setting 
Carolyn J. Presley, Daiwei Tang, Pamela R. Soulos, et al. 
JAMA. 2018;320(5):469-477. doi:10.1001/jama.2018.9824 
https://jamanetwork.com/journals/jama/article-abstract/2695672 
 
Abstract  
Importance Broad-based genomic sequencing is being used more frequently for patients 
with advanced non–small cell lung cancer (NSCLC). However, little is known about the 
association between broad-based genomic sequencing and treatment selection or survival 
among patients with advanced NSCLC in a community oncology setting. 
Objective To compare clinical outcomes between patients with advanced NSCLC who 
received broad-based genomic sequencing vs a control group of patients who received 
routine testing for EGFR mutations and/or ALK rearrangements alone. 
Design, Setting, and Participants Retrospective cohort study of patients with chart-
confirmed advanced NSCLC between January 1, 2011, and July 31, 2016, and who 
received care at 1 of 191 oncology practices across the United States using the Flatiron 
Health Database. Patients were diagnosed with stage IIIB/IV or unresectable 
nonsquamous NSCLC who received at least 1 line of antineoplastic treatment. 
Exposures Receipt of either broad-based genomic sequencing or routine testing (EGFR 
and/or ALK only). Broad-based genomic sequencing included any multigene panel 
sequencing assay examining more than 30 genes prior to third-line treatment. 
Main Outcomes and Measures Primary outcomes were 12-month mortality and overall 
survival from the start of first-line treatment. Secondary outcomes included frequency of 
genetic alterations and treatments received. 
Results Among 5688 individuals with advanced NSCLC (median age, 67 years 
[interquartile range, 41-85], 63.6% white, 80% with a history of smoking); 875 (15.4%) 
received broad-based genomic sequencing and 4813 (84.6%) received routine testing. 
Among patients who received broad-based genomic sequencing, 4.5% received targeted 
treatment based on testing results, 9.8% received routine EGFR/ALK targeted treatment, 
and 85.1% received no targeted treatment. Unadjusted mortality rates at 12 months were 
49.2% for patients undergoing broad-based genomic sequencing and 35.9% for patients 
undergoing routine testing. Using an instrumental variable analysis, there was no 
significant association between broad-based genomic sequencing and 12-month mortality 

https://jamanetwork.com/journals/jama/article-abstract/2695672
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(predicted probability of death at 12 months, 41.1% for broad-based genomic sequencing 
vs 44.4% for routine testing; difference −3.6% [95% CI, −18.4% to 11.1%]; P = .63). The 
results were consistent in the propensity score–matched survival analysis (42.0% vs 
45.1%; hazard ratio, 0.92 [95% CI, 0.73 to 1.11]; P = .40) vs unmatched cohort (hazard 
ratio, 0.69 [95% CI, 0.62 to 0.77]; log-rank P < .001). 
Conclusions and Relevance Among patients with advanced non–small cell lung cancer 
receiving care in the community oncology setting, broad-based genomic sequencing 
directly informed treatment in a minority of patients and was not independently associated 
with better survival. 

Back to Contents 
________________________________________________________________________ 

 
The Lancet (4 August 2018, Vol. 392, No. 10145) 
 
Effects of aspirin on risks of vascular events and cancer according to bodyweight 
and dose: analysis of individual patient data from randomised trials 
Prof Peter M Rothwell, Prof Nancy R Cook, Prof J Michael Gaziano, et al. 
The Lancet. VOLUME 392, ISSUE 10145, P387-399, AUGUST 04, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31133-4/fulltext 
 
Summary 
Background 
A one-dose-fits-all approach to use of aspirin has yielded only modest benefits in long-
term prevention of cardiovascular events, possibly due to underdosing in patients of large 
body size and excess dosing in patients of small body size, which might also affect other 
outcomes. 
Methods 
Using individual patient data, we analysed the modifying effects of bodyweight (10 kg 
bands) and height (10 cm bands) on the effects of low doses (≤100 mg) and higher doses 
(300–325 mg or ≥500 mg) of aspirin in randomised trials of aspirin in primary prevention of 
cardiovascular events. We stratified the findings by age, sex, and vascular risk factors, and 
validated them in trials of aspirin in secondary prevention of stroke. Additionally, we 
assessed whether any weight or height dependence was evident for the effect of aspirin 
on 20-year risk of colorectal cancer or any in-trial cancer. 
Results 
Among ten eligible trials of aspirin in primary prevention (including 117 279 participants), 
bodyweight varied four-fold and trial median weight ranged from 60·0 kg to 81·2 kg 
(p<0·0001). The ability of 75–100 mg aspirin to reduce cardiovascular events decreased 
with increasing weight (pinteraction=0·0072), with benefit seen in people weighing 50–69 kg 
(hazard ratio [HR] 0·75 [95% CI 0·65–0·85]) but not in those weighing 70 kg or more (0·95 
[0·86–1·04]; 1·09 [0·93–1·29] for vascular death). Furthermore, the case fatality of a first 
cardiovascular event was increased by low-dose aspirin in people weighing 70 kg or more 
(odds ratio 1·33 [95% CI 1·08–1·64], p=0·0082). Higher doses of aspirin (≥325 mg) had 
the opposite interaction with bodyweight (difference pinteraction=0·0013), reducing 
cardiovascular events only at higher weight (pinteraction=0·017). Findings were similar in men 
and women, in people with diabetes, in trials of aspirin in secondary prevention, and in 
relation to height (pinteraction=0·0025 for cardiovascular events). Aspirin-mediated reductions 
in long-term risk of colorectal cancer were also weight dependent (pinteraction=0·038). 
Stratification by body size also revealed harms due to excess dosing: risk of sudden death 
was increased by aspirin in people at low weight for dose (pinteraction=0·0018) and risk of all-
cause death was increased in people weighing less than 50 kg who were receiving 75–100 
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mg aspirin (HR 1·52 [95% CI 1·04–2·21], p=0·031). In participants aged 70 years or older, 
the 3-year risk of cancer was also increased by aspirin (1·20 [1·03–1·47], p=0·02), 
particularly in those weighing less than 70 kg (1·31 [1·07–1·61], p=0·009) and 
consequently in women (1·44 [1·11–1·87], p=0·0069). 
Interpretation 
Low doses of aspirin (75–100 mg) were only effective in preventing vascular events in 
patients weighing less than 70 kg, and had no benefit in the 80% of men and nearly 50% 
of all women weighing 70 kg or more. By contrast, higher doses of aspirin were only 
effective in patients weighing 70 kg or more. Given that aspirin's effects on other 
outcomes, including cancer, also showed interactions with body size, a one-dose-fits-all 
approach to aspirin is unlikely to be optimal, and a more tailored strategy is required. 
Funding 
Wellcome Trust and National Institute for Health Research Oxford Biomedical Research 
Centre. 
________________________________________________________________________ 

 
Esomeprazole and aspirin in Barrett's oesophagus (AspECT): a randomised 
factorial trial 
Janusz AZ Jankowski, John de Caestecker, Sharon B Love, et al. 
The Lancet. VOLUME 392, ISSUE 10145, P400-408, AUGUST 04, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31388-6/fulltext 
 
Summary 
Background 
Oesophageal adenocarcinoma is the sixth most common cause of cancer death worldwide 
and Barrett's oesophagus is the biggest risk factor. We aimed to evaluate the efficacy of 
high-dose esomeprazole proton-pump inhibitor (PPI) and aspirin for improving outcomes in 
patients with Barrett's oesophagus. 
Methods 
The Aspirin and Esomeprazole Chemoprevention in Barrett's metaplasia Trial had a 2 × 2 
factorial design and was done at 84 centres in the UK and one in Canada. Patients with 
Barrett's oesophagus of 1 cm or more were randomised 1:1:1:1 using a computer-
generated schedule held in a central trials unit to receive high-dose (40 mg twice-daily) or 
low-dose (20 mg once-daily) PPI, with or without aspirin (300 mg per day in the UK, 325 
mg per day in Canada) for at least 8 years, in an unblinded manner. Reporting 
pathologists were masked to treatment allocation. The primary composite endpoint was 
time to all-cause mortality, oesophageal adenocarcinoma, or high-grade dysplasia, which 
was analysed with accelerated failure time modelling adjusted for minimisation factors 
(age, Barrett's oesophagus length, intestinal metaplasia) in all patients in the intention-to-
treat population. This trial is registered with EudraCT, number 2004-003836-77. 
Findings 
Between March 10, 2005, and March 1, 2009, 2557 patients were recruited. 705 patients 
were assigned to low-dose PPI and no aspirin, 704 to high-dose PPI and no aspirin, 571 to 
low-dose PPI and aspirin, and 577 to high-dose PPI and aspirin. Median follow-up and 
treatment duration was 8·9 years (IQR 8·2–9·8), and we collected 20 095 follow-up years 
and 99·9% of planned data. 313 primary events occurred. High-dose PPI (139 events in 
1270 patients) was superior to low-dose PPI (174 events in 1265 patients; time ratio [TR] 
1·27, 95% CI 1·01–1·58, p=0·038). Aspirin (127 events in 1138 patients) was not 
significantly better than no aspirin (154 events in 1142 patients; TR 1·24, 0·98–1·57, 
p=0·068). If patients using non-steroidal anti-inflammatory drugs were censored at the 
time of first use, aspirin was significantly better than no aspirin (TR 1·29, 1·01–1·66, 

https://www.thelancet.com/journals/lancet/issue/vol392no10145/PIIS0140-6736(18)X0033-6
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p=0·043; n=2236). Combining high-dose PPI with aspirin had the strongest effect 
compared with low-dose PPI without aspirin (TR 1·59, 1·14–2·23, p=0·0068). The 
numbers needed to treat were 34 for PPI and 43 for aspirin. Only 28 (1%) participants 
reported study-treatment-related serious adverse events. 
Interpretation 
High-dose PPI and aspirin chemoprevention therapy, especially in combination, 
significantly and safely improved outcomes in patients with Barrett's oesophagus. 
Funding 
Cancer Research UK, AstraZeneca, Wellcome Trust, and Health Technology Assessment. 
________________________________________________________________________ 

 
Peer-supported self-management for people discharged from a mental health crisis 
team: a randomised controlled trial 
Sonia Johnson, Danielle Lamb, Louise Marston, et al. 
The Lancet.  VOLUME 392, ISSUE 10145, P409-418, AUGUST 04, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31470-3/fulltext 
 
Summary 
Background 
High resource expenditure on acute care is a challenge for mental health services aiming 
to focus on supporting recovery, and relapse after an acute crisis episode is common. 
Some evidence supports self-management interventions to prevent such relapses, but 
their effect on readmissions to acute care following a crisis is untested. We tested whether 
a self-management intervention facilitated by peer support workers could reduce rates of 
readmission to acute care for people discharged from crisis resolution teams, which 
provide intensive home treatment following a crisis. 
Methods 
We did a randomised controlled superiority trial recruiting participants from six crisis 
resolution teams in England. Eligible participants had been on crisis resolution team 
caseloads for at least a week, and had capacity to give informed consent. Participants 
were randomly assigned to intervention and control groups by an unmasked data 
manager. Those collecting and analysing data were masked to allocation, but participants 
were not. Participants in the intervention group were offered up to ten sessions with a peer 
support worker who supported them in completing a personal recovery workbook, 
including formulation of personal recovery goals and crisis plans. The control group 
received the personal recovery workbook by post. The primary outcome was readmission 
to acute care within 1 year. This trial is registered with ISRCTN, number 01027104. 
Findings 
221 participants were assigned to the intervention group versus 220 to the control group; 
primary outcome data were obtained for 218 versus 216. 64 (29%) of 218 participants in 
the intervention versus 83 (38%) of 216 in the control group were readmitted to acute care 
within 1 year (odds ratio 0·66, 95% CI 0·43–0·99; p=0·0438). 71 serious adverse events 
were identified in the trial (29 in the treatment group; 42 in the control group). 
Interpretation 
Our findings suggest that peer-delivered self-management reduces readmission to acute 
care, although admission rates were lower than anticipated and confidence intervals were 
relatively wide. The complexity of the study intervention limits interpretability, but 
assessment is warranted of whether implementing this intervention in routine settings 
reduces acute care readmission. 
Funding 
National Institute for Health Research. 
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Dressings and securements for the prevention of peripheral intravenous catheter 
failure in adults (SAVE): a pragmatic, randomised controlled, superiority trial 
Claire M Rickard, Nicole Marsh, Joan Webster, et al. 
The Lancet. VOLUME 392, ISSUE 10145, P419-430, AUGUST 04, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31380-1/fulltext 
 
Summary 
Background 
Two billion peripheral intravenous catheters (PIVCs) are used globally each year, but 
optimal dressing and securement methods are not well established. We aimed to compare 
the efficacy and costs of three alternative approaches to standard non-bordered 
polyurethane dressings. 
Methods 
We did a pragmatic, randomised controlled, parallel-group superiority trial at two hospitals 
in Queensland, Australia. Eligible patients were aged 18 years or older and required PIVC 
insertion for clinical treatment, which was expected to be required for longer than 24 h. 
Patients were randomly assigned (1:1:1:1) via a centralised web-based randomisation 
service using random block sizes, stratified by hospital, to receive tissue adhesive with 
polyurethane dressing, bordered polyurethane dressing, a securement device with 
polyurethane dressing, or polyurethane dressing (control). Randomisation was concealed 
before allocation. Patients, clinicians, and research staff were not masked because of the 
nature of the intervention, but infections were adjudicated by a physician who was masked 
to treatment allocation. The primary outcome was all-cause PIVC failure (as a composite 
of complete dislodgement, occlusion, phlebitis, and infection [primary bloodstream 
infection or local infection]). Analysis was by modified intention to treat. This trial is 
registered with the Australian New Zealand Clinical Trials Registry, number 
ACTRN12611000769987. 
Findings 
Between March 18, 2013, and Sept 9, 2014, we randomly assigned 1807 patients to 
receive tissue adhesive with polyurethane (n=446), bordered polyurethane (n=454), 
securement device with polyurethane (n=453), or polyurethane (n=454); 1697 patients 
comprised the modified intention-to-treat population. 163 (38%) of 427 patients in the 
tissue adhesive with polyurethane group (absolute risk difference −4·5% [95% CI −11·1 to 
2·1%], p=0·19), 169 (40%) of 423 of patients in the bordered polyurethane group (–2·7% 
[–9·3 to 3·9%] p=0·44), 176 (41%) of 425 patients in the securement device with 
poplyurethane group (–1·2% [–7·9% to 5·4%], p=0·73), and 180 (43%) of 422 patients in 
the polyurethane group had PIVC failure. 17 patients in the tissue adhesive with 
polyurethane group, two patients in the bordered polyurethane group, eight patients in the 
securement device with polyurethane group, and seven patients in the polyurethane group 
had skin adverse events. Total costs of the trial interventions did not differ significantly 
between groups. 
Interpretation 
Current dressing and securement methods are commonly associated with PIVC failure 
and poor durability, with simultaneous use of multiple products commonly required. Cost is 
currently the main factor that determines product choice. Innovations to achieve effective, 
durable dressings and securements, and randomised controlled trials assessing their 
effectiveness are urgently needed. 
Funding 
Australian National Health and Medical Research Council. 

https://www.thelancet.com/journals/lancet/issue/vol392no10145/PIIS0140-6736(18)X0033-6
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31380-1/fulltext


 - 11 - 

Back to Contents 
________________________________________________________________________ 

 
The New England Journal of Medicine (2 August 2018, Vol. 379, No. 5) 
 
Sunitinib Alone or after Nephrectomy in Metastatic Renal-Cell Carcinoma 
Arnaud Méjean, Alain Ravaud, Simon Thezenas, et al. 
N Engl J Med 2018; 379:417-427. August 2, 2018. 
https://www.nejm.org/doi/full/10.1056/NEJMoa1803675 
 
Abstract 
Background 
Cytoreductive nephrectomy has been the standard of care in metastatic renal-cell 
carcinoma for 20 years, supported by randomized trials and large, retrospective studies. 
However, the efficacy of targeted therapies has challenged this standard. We assessed 
the role of nephrectomy in patients with metastatic renal-cell carcinoma who were 
receiving targeted therapies. 
Methods 
In this phase 3 trial, we randomly assigned, in a 1:1 ratio, patients with confirmed 
metastatic clear-cell renal-cell carcinoma at presentation who were suitable candidates for 
nephrectomy to undergo nephrectomy and then receive sunitinib (standard therapy) or to 
receive sunitinib alone. Randomization was stratified according to prognostic risk 
(intermediate or poor) in the Memorial Sloan Kettering Cancer Center prognostic model. 
Patients received sunitinib at a dose of 50 mg daily in cycles of 28 days on and 14 days off 
every 6 weeks. The primary end point was overall survival. 
Results 
A total of 450 patients were enrolled from September 2009 to September 2017. At this 
planned interim analysis, the median follow-up was 50.9 months, with 326 deaths 
observed. The results in the sunitinib-alone group were noninferior to those in the 
nephrectomy–sunitinib group with regard to overall survival (stratified hazard ratio for 
death, 0.89; 95% confidence interval, 0.71 to 1.10; upper boundary of the 95% confidence 
interval for noninferiority, ≤1.20). The median overall survival was 18.4 months in the 
sunitinib-alone group and 13.9 months in the nephrectomy–sunitinib group. No significant 
differences in response rate or progression-free survival were observed. Adverse events 
were as anticipated in each group. 
Conclusions 
Sunitinib alone was not inferior to nephrectomy followed by sunitinib in patients with 
metastatic renal-cell carcinoma who were classified as having intermediate-risk or poor-
risk disease. (Funded by Assistance Publique–Hôpitaux de Paris and others; CARMENA 
ClinicalTrials.gov number, NCT00930033.) 
________________________________________________________________________ 

 
A Copeptin-Based Approach in the Diagnosis of Diabetes Insipidus 
Wiebke Fenske, Julie Refardt, Irina Chifu, et al. 
N Engl J Med 2018; 379:428-439. August 2, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1803760 
 

https://www.nejm.org/doi/full/10.1056/NEJMoa1803675
https://www.nejm.org/doi/full/10.1056/NEJMoa1803760
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Abstract 
Background 
The indirect water-deprivation test is the current reference standard for the diagnosis of 
diabetes insipidus. However, it is technically cumbersome to administer, and the results 
are often inaccurate. The current study compared the indirect water-deprivation test with 
direct detection of plasma copeptin, a precursor-derived surrogate of arginine vasopressin. 
Methods 
From 2013 to 2017, we recruited 156 patients with hypotonic polyuria at 11 medical 
centers to undergo both water-deprivation and hypertonic saline infusion tests. In the latter 
test, plasma copeptin was measured when the plasma sodium level had increased to at 
least 150 mmol per liter after infusion of hypertonic saline. The primary outcome was the 
overall diagnostic accuracy of each test as compared with the final reference diagnosis, 
which was determined on the basis of medical history, test results, and treatment 
response, with copeptin levels masked. 
Results 
A total of 144 patients underwent both tests. The final diagnosis was primary polydipsia in 
82 patients (57%), central diabetes insipidus in 59 (41%), and nephrogenic diabetes 
insipidus in 3 (2%). Overall, among the 141 patients included in the analysis, the indirect 
water-deprivation test determined the correct diagnosis in 108 patients (diagnostic 
accuracy, 76.6%; 95% confidence interval [CI], 68.9 to 83.2), and the hypertonic saline 
infusion test (with a copeptin cutoff level of >4.9 pmol per liter) determined the correct 
diagnosis in 136 patients (96.5%; 95% CI, 92.1 to 98.6; P<0.001). The indirect water-
deprivation test correctly distinguished primary polydipsia from partial central diabetes 
insipidus in 77 of 105 patients (73.3%; 95% CI, 63.9 to 81.2), and the hypertonic saline 
infusion test distinguished between the two conditions in 99 of 104 patients (95.2%; 95% 
CI, 89.4 to 98.1; adjusted P<0.001). One serious adverse event (desmopressin-induced 
hyponatremia that resulted in hospitalization) occurred during the water-deprivation test. 
Conclusions 
The direct measurement of hypertonic saline–stimulated plasma copeptin had greater 
diagnostic accuracy than the water-deprivation test in patients with hypotonic polyuria. 
(Funded by the Swiss National Foundation and others; ClinicalTrials.gov 
number, NCT01940614.) 
________________________________________________________________________ 

 

Four Months of Rifampin or Nine Months of Isoniazid for Latent Tuberculosis in 
Adults 
Dick Menzies, Menonli Adjobimey, Rovina Ruslami, et al. 
N Engl J Med 2018; 379:440-453. August 2, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1714283 
 
Abstract 
Background 
A 9-month regimen of isoniazid can prevent active tuberculosis in persons with latent 
tuberculosis infection. However, the regimen has been associated with poor adherence 
rates and with toxic effects. 
Methods 
In an open-label trial conducted in nine countries, we randomly assigned adults with latent 
tuberculosis infection to receive treatment with a 4-month regimen of rifampin or a 9-month 
regimen of isoniazid for the prevention of confirmed active tuberculosis within 28 months 
after randomization. Noninferiority and potential superiority were assessed. Secondary 
outcomes included clinically diagnosed active tuberculosis, adverse events of grades 3 to 

https://www.nejm.org/doi/full/10.1056/NEJMoa1714283
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5, and completion of the treatment regimen. Outcomes were adjudicated by independent 
review panels. 
Results 
Among the 3443 patients in the rifampin group, confirmed active tuberculosis developed in 
4 and clinically diagnosed active tuberculosis developed in 4 during 7732 person-years of 
follow-up, as compared with 4 and 5 patients, respectively, among 3416 patients in the 
isoniazid group during 7652 person-years of follow-up. The rate differences (rifampin 
minus isoniazid) were less than 0.01 cases per 100 person-years (95% confidence interval 
[CI], −0.14 to 0.16) for confirmed active tuberculosis and less than 0.01 cases per 100 
person-years (95% CI, −0.23 to 0.22) for confirmed or clinically diagnosed tuberculosis. 
The upper boundaries of the 95% confidence interval for the rate differences of the 
confirmed cases and for the confirmed or clinically diagnosed cases of tuberculosis were 
less than the prespecified noninferiority margin of 0.75 percentage points in cumulative 
incidence; the rifampin regimen was not superior to the isoniazid regimen. The difference 
in the treatment-completion rates was 15.1 percentage points (95% CI, 12.7 to 17.4). The 
rate differences for adverse events of grade 3 to 5 occurring within 146 days (120% of the 
4-month planned duration of the rifampin regimen) were −1.1 percentage points (95% CI, 
−1.9 to −0.4) for all events and −1.2 percentage points (95% CI, −1.7 to −0.7) for 
hepatotoxic events. 
Conclusions 
The 4-month regimen of rifampin was not inferior to the 9-month regimen of isoniazid for 
the prevention of active tuberculosis and was associated with a higher rate of treatment 
completion and better safety. (Funded by the Canadian Institutes of Health Research and 
the Australian National Health and Medical Research Council; ClinicalTrials.gov 
number, NCT00931736.) 
________________________________________________________________________ 
 
Safety and Side Effects of Rifampin versus Isoniazid in Children 
Thierno Diallo, Menonli Adjobimey, Rovina Ruslami, et al. 
N Engl J Med 2018; 379:454-463. August 2, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1714284 
 

Abstract 
Background 
The treatment of latent infection with Mycobacterium tuberculosis is important in children 
because of their vulnerability to life-threatening forms of tuberculosis disease. The current 
standard treatment — 9 months of isoniazid — has been associated with poor adherence 
and toxic effects, which have hampered the effectiveness of the drug. In adults, treatment 
with 4 months of rifampin has been shown to be safer and to have higher completion rates 
than 9 months of isoniazid. 
Methods 
In this multicenter, open-label trial, we randomly assigned 844 children (<18 years of age) 
with latent M. tuberculosis infection to receive either 4 months of rifampin or 9 months of 
isoniazid. The primary outcome was adverse events of grade 1 to 5 that resulted in the 
permanent discontinuation of a trial drug. Secondary outcomes were treatment adherence, 
side-effect profile, and efficacy. Independent review panels whose members were 
unaware of trial-group assignments adjudicated all adverse events and progression to 
active tuberculosis. 
Results 
Of the children who underwent randomization, 829 were eligible for inclusion in the 
modified intention-to-treat analysis. A total of 360 of 422 children (85.3%) in the rifampin 

https://www.nejm.org/doi/full/10.1056/NEJMoa1714284
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group completed per-protocol therapy, as compared with 311 of 407 (76.4%) in the 
isoniazid group (adjusted difference in the rates of treatment completion, 13.4 percentage 
points; 95% confidence interval [CI], 7.5 to 19.3). There were no significant between-group 
differences in the rates of adverse events, with fewer than 5% of the children in the 
combined groups with grade 1 or 2 adverse events that were deemed to be possibly 
related to a trial drug. Active tuberculosis, including 1 case with resistance to isoniazid, 
was diagnosed in 2 children in the isoniazid group during 542 person-years of follow-up, 
as compared with no cases in the rifampin group during 562 person-years (rate difference, 
−0.37 cases per 100 person-years; 95% CI, −0.88 to 0.14). 
Conclusions 
Among children under the age of 18 years, treatment with 4 months of rifampin had similar 
rates of safety and efficacy but a better rate of adherence than 9 months of treatment with 
isoniazid. (Funded by the Canadian Institutes of Health Research and Conselho Nacional 
de Pesquisa; ClinicalTrials.gov number, NCT00170209.) 
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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.  
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hs-evidence-content/journals-
and-databases 
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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.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:  
http://www.derbyhospitalslibrary.co.uk/current-awareness 
 
Training: KnowledgeShare also enables you to book onto information skills training 
sessions run by the Library. 
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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 
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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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