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BMJ (7 April 2018, Vol. 360, No. 8147)  
 
Endovascular treatment for acute ischaemic stroke in routine clinical practice: 
Prospective, observational cohort study (MR CLEAN Registry) 
Ivo G H Jansen, Maxim J H L Mulder, Robert-Jan B Goldhoorn, for the MR CLEAN 
Registry investigators 
BMJ 2018; 360 (Published 09 March 2018) 
https://www.bmj.com/content/360/bmj.k949 
 
Abstract 
Objective To determine outcomes and safety of endovascular treatment for acute 
ischaemic stroke, due to proximal intracranial vessel occlusion in the anterior circulation, in 
routine clinical practice. 
Design Ongoing, prospective, observational cohort study. 
Setting 16 centres that perform endovascular treatment in the Netherlands. 
Participants 1488 patients included in the Multicentre Randomised Controlled Trial of 
Endovascular Treatment for Acute Ischaemic Stroke in the Netherlands (MR CLEAN) 
Registry who had received endovascular treatment, including stent retriever 
thrombectomy, aspiration, and all alternative methods for acute ischaemic stroke within 6.5 
hours from onset of symptoms between March 2014 and June 2016. 
Main outcome measures The primary outcome was the modified Rankin Scale (mRS) 
score, ranging from 0 (no symptoms) to 6 (death) at 90 days after the onset of symptoms. 
Secondary outcomes were excellent functional outcome (mRS score 0-1), good functional 
outcome (mRS score 0-2), and favourable functional outcome (mRS score 0-3) at 90 days; 
score on the extended thrombolysis in cerebral infarction scale at the end of the 
intervention procedure; National Institutes of Health Stroke Scale score 24-48 hours after 
intervention; and complications that occurred during intervention, hospital admission, or 
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three months’ follow up period. Outcomes and safety variables in the MR CLEAN Registry 
were compared with the MR CLEAN trial intervention and control arms. 
Results A statistically significant shift was observed towards better functional outcome in 
patients in the MR CLEAN Registry compared with the MR CLEAN trial intervention arm 
(adjusted common odds ratio 1.30, 95% confidence interval 1.02 to 1.67) and the MR 
CLEAN trial control arm (1.85, 1.46 to 2.34). The reperfusion rate, with successful 
reperfusion defined as a score of 2B-3 on the extended thrombolysis in cerebral infarction 
score, was 58.7%, the same as for patients in the MR CLEAN trial. Duration from onset of 
stroke to start of endovascular treatment and from onset of stroke to successful 
reperfusion or last contrast bolus was one hour shorter for patients in the MR CLEAN 
Registry. Symptomatic intracranial haemorrhage occurred in 5.8% of patients in the MR 
CLEAN Registry compared with 7.7% in the MR CLEAN trial intervention arm and 6.4% in 
the MR CLEAN trial control arm. 
Conclusion In routine clinical practice, endovascular treatment for patients with acute 
ischaemic stroke is at least as effective and safe as in the setting of a randomised 
controlled trial. 
________________________________________________________________________ 

 
Socioeconomic status, non-communicable disease risk factors, and walking speed 
in older adults: Multi-cohort population based study 
Silvia Stringhini, Cristian Carmeli, Markus Jokela, et al. for the LIFEPATH Consortium 
BMJ 2018; 360 (Published 23 March 2018) 
https://www.bmj.com/content/360/bmj.k1046 
 
Abstract 
Objective To assess the association of low socioeconomic status and risk factors for non-
communicable diseases (diabetes, high alcohol intake, high blood pressure, obesity, 
physical inactivity, smoking) with loss of physical functioning at older ages. 
Design Multi-cohort population based study. 
Setting 37 cohort studies from 24 countries in Europe, the United States, Latin America, 
Africa, and Asia, 1990-2017. 
Participants 109 107 men and women aged 45-90 years. 
Main outcome measure Physical functioning assessed using the walking speed test, a 
valid index of overall functional capacity. Years of functioning lost was computed as a 
metric to quantify the difference in walking speed between those exposed and unexposed 
to low socioeconomic status and risk factors. 
Results According to mixed model estimations, men aged 60 and of low socioeconomic 
status had the same walking speed as men aged 66.6 of high socioeconomic status (years 
of functioning lost 6.6 years, 95% confidence interval 5.0 to 9.4). The years of functioning 
lost for women were 4.6 (3.6 to 6.2). In men and women, respectively, 5.7 (4.4 to 8.1) and 
5.4 (4.3 to 7.3) years of functioning were lost by age 60 due to insufficient physical activity, 
5.1 (3.9 to 7.0) and 7.5 (6.1 to 9.5) due to obesity, 2.3 (1.6 to 3.4) and 3.0 (2.3 to 4.0) due 
to hypertension, 5.6 (4.2 to 8.0) and 6.3 (4.9 to 8.4) due to diabetes, and 3.0 (2.2 to 4.3) 
and 0.7 (0.1 to 1.5) due to tobacco use. In analyses restricted to high income countries, 
the number of years of functioning lost attributable to low socioeconomic status by age 60 
was 8.0 (5.7 to 13.1) for men and 5.4 (4.0 to 8.0) for women, whereas in low and middle 
income countries it was 2.6 (0.2 to 6.8) for men and 2.7 (1.0 to 5.5) for women. Within high 
income countries, the number of years of functioning lost attributable to low socioeconomic 
status by age 60 was greater in the United States than in Europe. Physical functioning 
continued to decline as a function of unfavourable risk factors between ages 60 and 85. 
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Years of functioning lost were greater than years of life lost due to low socioeconomic 
status and non-communicable disease risk factors. 
Conclusions The independent association between socioeconomic status and physical 
functioning in old age is comparable in strength and consistency with those for established 
non-communicable disease risk factors. The results of this study suggest that tackling all 
these risk factors might substantially increase life years spent in good physical functioning. 
________________________________________________________________________ 

 
Affordability and availability of off-patent drugs in the United States—the case for 
importing from abroad: Observational study 
Ravi Gupta, Thomas J Bollyky, Matthew Cohen, et al. 
BMJ 2018; 360 (Published 19 March 2018) 
https://www.bmj.com/content/360/bmj.k831 
 
Abstract 
Objectives To evaluate whether off-patent prescription drugs at risk of sudden price 
increases or shortages in the United States are available from independent manufacturers 
approved in other well regulated settings around the world. 
Design Observational study. 
Setting Off-patent drugs in the USA and approved by the Food and Drug Administration, 
up to 10 April 2017. 
Study cohort Novel tablet or capsule prescription drugs approved by the FDA since 1939 
that were no longer protected by patents or other market exclusivity and had up to three 
generic versions. 
Main outcome measures Number of additional manufacturers that had obtained approval 
from any of seven non-US regulators with similar standards (European Medicines Agency 
(European Union), HealthCanada (Canada), Therapeutic Goods Association (Australia), 
Medsafe (New Zealand), Swissmedic (Switzerland), Medicines Control Council (South 
Africa), and the Israel Health Ministry). Association with drug characteristics including US 
orphan drug designation for drugs treating rare diseases, World Health Organization 
essential medicine designation, treatment area, drug product complexity (that is, with 
attributes that could complicate establishing bioequivalence or manufacturing), and total 
Medicaid spending in 2015. 
Results Of 170 eligible study drugs, more than half (109, 64%) had at least one 
manufacturer approved by a non-US regulator and 32 (19%) had four or more. Among 44 
(26%) drugs with no FDA approved generic versions, 21 (48%) were available from at 
least one manufacturer approved by one of the seven non-US regulators, and two (5%) by 
four or more manufacturers. Across all drugs and regulators (including the FDA), 66 (39%) 
drugs were available from four or more total manufacturers. Of 109 drugs with at least one 
non-US regulator approved manufacturer, 12 (11%) were approved for patients with rare 
diseases and 29 (27%) were WHO designated essential medicines; only 12 (11%) were 
complex products that might be more complicated to import. The highest numbers of drugs 
were indicated for treating cardiovascular diseases, diabetes, or hyperlipidemia (19, 17%); 
psychiatric disease (16, 15%); and infectious diseases (15, 14%). In 2015, Medicaid alone 
spent nearly US$700m (£508m; €570m) on generic drugs without adequate US 
competition that could have had a manufacturer approved by non-US peer regulatory 
agencies. 
Conclusion In this study, more than half the off-patent drugs with no generic competition 
in the USA had at least one independent manufacturer approved by a non-US peer 
regulatory agency; slightly fewer than half had four or more total manufacturers. 
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Facilitating US patient access to such manufacturers could help sustain affordable access 
to essential off-patent drugs. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (10 April 2018, Vol. 319, No. 14) 
 
The State of US Health, 1990-2016: Burden of Diseases, Injuries, and Risk Factors 
Among US States 
The US Burden of Disease Collaborators  
JAMA.  2018; 319 (14): 1444-1472.  
https://jamanetwork.com/journals/jama/fullarticle/2678018 
 
Abstract  
Introduction Several studies have measured health outcomes in the United States, but 
none have provided a comprehensive assessment of patterns of health by state. 
Objective To use the results of the Global Burden of Disease Study (GBD) to report 
trends in the burden of diseases, injuries, and risk factors at the state level from 1990 to 
2016. 
Design and Setting A systematic analysis of published studies and available data 
sources estimates the burden of disease by age, sex, geography, and year. 
Main Outcomes and Measures   Prevalence, incidence, mortality, life expectancy, healthy 
life expectancy (HALE), years of life lost (YLLs) due to premature mortality, years lived 
with disability (YLDs), and disability-adjusted life-years (DALYs) for 333 causes and 84 risk 
factors with 95% uncertainty intervals (UIs) were computed. 
Results Between 1990 and 2016, overall death rates in the United States declined from 
745.2 (95% UI, 740.6 to 749.8) per 100 000 persons to 578.0 (95% UI, 569.4 to 587.1) per 
100 000 persons. The probability of death among adults aged 20 to 55 years declined in 
31 states and Washington, DC from 1990 to 2016. In 2016, Hawaii had the highest life 
expectancy at birth (81.3 years) and Mississippi had the lowest (74.7 years), a 6.6-year 
difference. Minnesota had the highest HALE at birth (70.3 years), and West Virginia had 
the lowest (63.8 years), a 6.5-year difference. The leading causes of DALYs in the United 
States for 1990 and 2016 were ischemic heart disease and lung cancer, while the third 
leading cause in 1990 was low back pain, and the third leading cause in 2016 was chronic 
obstructive pulmonary disease. Opioid use disorders moved from the 11th leading cause 
of DALYs in 1990 to the 7th leading cause in 2016, representing a 74.5% (95% UI, 42.8% 
to 93.9%) change. In 2016, each of the following 6 risks individually accounted for more 
than 5% of risk-attributable DALYs: tobacco consumption, high body mass index (BMI), 
poor diet, alcohol and drug use, high fasting plasma glucose, and high blood pressure. 
Across all US states, the top risk factors in terms of attributable DALYs were due to 1 of 
the 3 following causes: tobacco consumption (32 states), high BMI (10 states), or alcohol 
and drug use (8 states). 
Conclusions and Relevance There are wide differences in the burden of disease at the 
state level. Specific diseases and risk factors, such as drug use disorders, high BMI, poor 
diet, high fasting plasma glucose level, and alcohol use disorders are increasing and 
warrant increased attention. These data can be used to inform national health priorities for 
research, clinical care, and policy. 
________________________________________________________________________ 
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Association of Inhaled Corticosteroids and Long-Acting Muscarinic Antagonists 
With Asthma Control in Patients With Uncontrolled, Persistent Asthma: A 
Systematic Review and Meta-analysis 
Diana M. Sobieraj, William L. Baker, Elaine Nguyen, et al. 
JAMA.  2018; 319 (14): 1473-1484.  
https://jamanetwork.com/journals/jama/article-abstract/2675736?redirect=true 
 
Abstract  
Importance Long-acting muscarinic antagonists (LAMAs) are a potential adjunct therapy 
to inhaled corticosteroids in the management of persistent asthma. 
Objective  To conduct a systematic review and meta-analysis of the effects associated 
with LAMA vs placebo or vs other controllers as an add-on therapy to inhaled 
corticosteroids and the use of a LAMA as add-on therapy to inhaled corticosteroids and 
long-acting β-agonists (LABAs; hereafter referred to as triple therapy) vs inhaled 
corticosteroids and LABA in patients with uncontrolled, persistent asthma. 
Data Sources MEDLINE, EMBASE, Cochrane databases, and clinical trial registries 
(earliest date through November 28, 2017). 
Study Selection Two reviewers selected randomized clinical trials or observational 
studies evaluating a LAMA vs placebo or vs another controller as an add-on therapy to 
inhaled corticosteroids or triple therapy vs inhaled corticosteroids and LABA in patients 
with uncontrolled, persistent asthma reporting on an outcome of interest. 
Data Extraction and Synthesis Meta-analyses using a random-effects model was 
conducted to calculate risk ratios (RRs), risk differences (RDs), and mean differences 
(MDs) with corresponding 95% CIs. Citation screening, data abstraction, risk assessment, 
and strength-of-evidence grading were completed by 2 independent reviewers. 
Main Outcomes and Measures Asthma exacerbations. 
Results Of 1326 records identified, 15 randomized clinical trials (N = 7122 patients) were 
included. Most trials assessed adding LAMA vs placebo or LAMA vs LABA to inhaled 
corticosteroids. Adding LAMA vs placebo to inhaled corticosteroids was associated with a 
significantly reduced risk of exacerbation requiring systemic corticosteroids (RR, 0.67 
[95% CI, 0.48 to 0.92]; RD, −0.02 [95% CI, −0.04 to 0.00]). Compared with adding LABA, 
adding LAMA to inhaled corticosteroids was not associated with significant improvements 
in exacerbation risk (RR, 0.87 [95% CI, 0.53 to 1.42]; RD, 0.00 [95% CI, −0.02 to 0.02]), or 
any other outcomes of interest. Triple therapy was not significantly associated with 
improved exacerbation risk vs inhaled corticosteroids and LABA (RR, 0.84 [95% CI, 0.57 
to 1.22]; RD, −0.01 [95% CI, −0.08 to 0.07]). 
Conclusions and Relevance In this systematic review and meta-analysis, the use of 
LAMA compared with placebo as add-on therapy to inhaled corticosteroids was associated 
with a lower risk of asthma exacerbations; however, the association of LAMA with benefit 
may not be greater than that with LABA. Triple therapy was not associated with a lower 
risk of exacerbations. 
________________________________________________________________________ 

 
Association of Inhaled Corticosteroids and Long-Acting β-Agonists as Controller 
and Quick Relief Therapy With Exacerbations and Symptom Control in Persistent 
Asthma: A Systematic Review and Meta-analysis 
Diana M. Sobieraj, Erin R. Weeda, Elaine Nguyen, et al. 
JAMA.  2018; 319 (14): 1485-1496.  
https://jamanetwork.com/journals/jama/article-abstract/2675737?redirect=true 
 
Abstract  
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Importance Combined use of inhaled corticosteroids and long-acting β-agonists (LABAs) 
as the controller and the quick relief therapy termed single maintenance and reliever 
therapy (SMART) is a potential therapeutic regimen for the management of persistent 
asthma. 
Objective To conduct a systematic review and meta-analysis of the effects of SMART in 
patients with persistent asthma. 
Data Sources and Study Selection The databases of MEDLINE via OVID, EMBASE, the 
Cochrane Central Register of Controlled Trials, and the Cochrane Database of Systematic 
Reviews were searched from database inception through August 2016 and updated 
through November 28, 2017. Two reviewers selected randomized clinical trials or 
observational studies evaluating SMART vs inhaled corticosteroids with or without a LABA 
used as the controller therapy and short-acting β-agonists as the relief therapy for patients 
aged 5 years or older with persistent asthma and reporting on an outcome of interest. 
Data Extraction and Synthesis Meta-analyses were conducted using a random-effects 
model to calculate risk ratios (RRs), risk differences (RDs), and mean differences with 
corresponding 95% CIs. Citation screening, data abstraction, risk assessment, and 
strength of evidence grading were completed by 2 independent reviewers. 
Main Outcomes and Measures  Asthma exacerbations. 
Results The analyses included 16 randomized clinical trials (N = 22 748 patients), 15 of 
which evaluated SMART as a combination therapy with budesonide and formoterol in a 
dry-powder inhaler. Among patients aged 12 years or older (n = 22 524; mean age, 42 
years; 14 634 [65%] were female), SMART was associated with a reduced risk of asthma 
exacerbations compared with the same dose of inhaled corticosteroids and LABA as the 
controller therapy (RR, 0.68 [95% CI, 0.58 to 0.80]; RD, −6.4% [95% CI, −10.2% to 
−2.6%]) and a higher dose of inhaled corticosteroids and LABA as the controller therapy 
(RR, 0.77 [95% CI, 0.60 to 0.98]; RD, −2.8% [95% CI, −5.2% to −0.3%]). Similar results 
were seen when SMART was compared with inhaled corticosteroids alone as the 
controller therapy. Among patients aged 4 to 11 years (n = 341; median age, 8 [range, 4-
11] years; 69 [31%] were female), SMART was associated with a reduced risk of asthma 
exacerbations compared with a higher dose of inhaled corticosteroids as the controller 
therapy (RR, 0.55 [95% CI, 0.32 to 0.94]; RD, −12.0% [95% CI, −22.5% to −1.5%]) or the 
same dose of inhaled corticosteroids and LABA as the controller therapy (RR, 0.38 [95% 
CI, 0.23 to 0.63]; RD, −23.2% [95% CI, −33.6% to −12.1%]). 
Conclusions and Relevance  In this meta-analysis of patients with persistent asthma, the 
use of single maintenance and reliever therapy compared with inhaled corticosteroids as 
the controller therapy (with or without a long-acting β-agonist) and short-acting β-agonists 
as the relief therapy was associated with a lower risk of asthma exacerbations. Evidence 
for patients aged 4 to 11 years was limited. 

Back to Contents 
________________________________________________________________________ 

 
The Lancet (7 April 2018, Vol. 391, No. 10128) 
 
Comparative efficacy and acceptability of 21 antidepressant drugs for the acute 
treatment of adults with major depressive disorder: A systematic review and 
network meta-analysis 
Andrea Cipriani, Toshi A Furukawa, Georgia Salanti, et al. 
The Lancet: Volume 391, No. 10128, p1357–1366, 7 April 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32802-7/fulltext 
 
Summary 
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Background 
Major depressive disorder is one of the most common, burdensome, and costly psychiatric 
disorders worldwide in adults. Pharmacological and non-pharmacological treatments are 
available; however, because of inadequate resources, antidepressants are used more 
frequently than psychological interventions. Prescription of these agents should be 
informed by the best available evidence. Therefore, we aimed to update and expand our 
previous work to compare and rank antidepressants for the acute treatment of adults with 
unipolar major depressive disorder. 
Methods 
We did a systematic review and network meta-analysis. We searched Cochrane Central 
Register of Controlled Trials, CINAHL, Embase, LILACS database, MEDLINE, MEDLINE 
In-Process, PsycINFO, the websites of regulatory agencies, and international registers for 
published and unpublished, double-blind, randomised controlled trials from their inception 
to Jan 8, 2016. We included placebo-controlled and head-to-head trials of 21 
antidepressants used for the acute treatment of adults (≥18 years old and of both sexes) 
with major depressive disorder diagnosed according to standard operationalised criteria. 
We excluded quasi-randomised trials and trials that were incomplete or included 20% or 
more of participants with bipolar disorder, psychotic depression, or treatment-resistant 
depression; or patients with a serious concomitant medical illness. We extracted data 
following a predefined hierarchy. In network meta-analysis, we used group-level data. We 
assessed the studies' risk of bias in accordance to the Cochrane Handbook for Systematic 
Reviews of Interventions, and certainty of evidence using the Grading of 
Recommendations Assessment, Development and Evaluation framework. Primary 
outcomes were efficacy (response rate) and acceptability (treatment discontinuations due 
to any cause). We estimated summary odds ratios (ORs) using pairwise and network 
meta-analysis with random effects. This study is registered with PROSPERO, number 
CRD42012002291. 
Findings 
We identified 28 552 citations and of these included 522 trials comprising 116 477 
participants. In terms of efficacy, all antidepressants were more effective than placebo, 
with ORs ranging between 2·13 (95% credible interval [CrI] 1·89–2·41) for amitriptyline 
and 1·37 (1·16–1·63) for reboxetine. For acceptability, only agomelatine (OR 0·84, 95% 
CrI 0·72–0·97) and fluoxetine (0·88, 0·80–0·96) were associated with fewer dropouts than 
placebo, whereas clomipramine was worse than placebo (1·30, 1·01–1·68). When all trials 
were considered, differences in ORs between antidepressants ranged from 1·15 to 1·55 
for efficacy and from 0·64 to 0·83 for acceptability, with wide CrIs on most of the 
comparative analyses. In head-to-head studies, agomelatine, amitriptyline, escitalopram, 
mirtazapine, paroxetine, venlafaxine, and vortioxetine were more effective than other 
antidepressants (range of ORs 1·19–1·96), whereas fluoxetine, fluvoxamine, reboxetine, 
and trazodone were the least efficacious drugs (0·51–0·84). For acceptability, 
agomelatine, citalopram, escitalopram, fluoxetine, sertraline, and vortioxetine were more 
tolerable than other antidepressants (range of ORs 0·43–0·77), whereas amitriptyline, 
clomipramine, duloxetine, fluvoxamine, reboxetine, trazodone, and venlafaxine had the 
highest dropout rates (1·30–2·32). 46 (9%) of 522 trials were rated as high risk of bias, 
380 (73%) trials as moderate, and 96 (18%) as low; and the certainty of evidence was 
moderate to very low. 
Interpretation 
All antidepressants were more efficacious than placebo in adults with major depressive 
disorder. Smaller differences between active drugs were found when placebo-controlled 
trials were included in the analysis, whereas there was more variability in efficacy and 
acceptability in head-to-head trials. These results should serve evidence-based practice 
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and inform patients, physicians, guideline developers, and policy makers on the relative 
merits of the different antidepressants. 
________________________________________________________________________ 

 
Real-time continuous glucose monitoring in adults with type 1 diabetes and 
impaired hypoglycaemia awareness or severe hypoglycaemia treated with multiple 
daily insulin injections (HypoDE): A multicentre, randomised controlled trial 
Lutz Heinemann, Guido Freckmann, Dominic Ehrmann, et al. 
The Lancet: Volume 391, No. 10128, p1367–1377, 7 April 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30297-6/fulltext 
 
Summary 
Background 
The effectiveness of real-time continuous glucose monitoring (rtCGM) in avoidance of 
hypoglycaemia among high-risk individuals with type 1 diabetes treated with multiple daily 
insulin injections (MDI) is unknown. We aimed to ascertain whether the incidence and 
severity of hypoglycaemia can be reduced through use of rtCGM in these individuals. 
Methods 
The HypoDE study was a 6-month, multicentre, open-label, parallel, randomised controlled 
trial done at 12 diabetes practices in Germany. Eligible participants had type 1 diabetes 
and a history of impaired hypoglycaemia awareness or severe hypoglycaemia during the 
previous year. All participants wore a masked rtCGM system for 28 days and were then 
randomly assigned to 26 weeks of unmasked rtCGM (Dexcom G5 Mobile system) or to the 
control group (continuing with self-monitoring of blood glucose). Block randomisation with 
1:1 allocation was done centrally, with the study site as the stratifying variable. Masking of 
participants and study sites was not possible. Control participants wore a masked rtCGM 
system during the follow-up phase (weeks 22–26). The primary outcome was the baseline-
adjusted number of hypoglycaemic events (defined as glucose ≤3·0 mmol/L for ≥20 min) 
during the follow-up phase. The full dataset analysis comprised participants who wore the 
rtCGM system during the baseline and follow-up phases. The intention-to-treat analysis 
comprised all randomised participants. This trial is registered with ClinicalTrials.gov, 
number NCT02671968. 
Findings 
Between March 4, 2016, and Jan 12, 2017, 149 participants were randomly assigned 
(n=74 to the control group; n=75 to the rtCGM group) and 141 completed the follow-up 
phase (n=66 in the control group, n=75 in the rtCGM group). The mean number of 
hypoglycaemic events per 28 days among participants in the rtCGM group was reduced 
from 10·8 (SD 10·0) to 3·5 (4·7); reductions among control participants were negligible 
(from 14·4 [12·4] to 13·7 [11·6]). Incidence of hypoglycaemic events decreased by 72% for 
participants in the rtCGM group (incidence rate ratio 0·28 [95% CI 0·20–0·39], p<0·0001). 
18 serious adverse events were reported: seven in the control group, ten in the rtCGM 
group, and one before randomisation. No event was considered to be related to the 
investigational device. 
Interpretation 
Usage of rtCGM reduced the number of hypoglycaemic events in individuals with type 1 
diabetes treated by MDI and with impaired hypoglycaemia awareness or severe 
hypoglycaemia. 
________________________________________________________________________ 
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Pyronaridine–artesunate or dihydroartemisinin–piperaquine versus current first-line 
therapies for repeated treatment of uncomplicated malaria: A randomised, 
multicentre, open-label, longitudinal, controlled, phase 3b/4 trial 
The West African Network for Clinical Trials of Antimalarial Drugs (WANECAM) 
The Lancet: Volume 391, No. 10128, p1378–1390, 7 April 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30291-5/fulltext 
 
Summary 
Background 
Artemether–lumefantrine and artesunate–amodiaquine are used as first-line artemisinin-
based combination therapies (ACTs) in west Africa. Pyronaridine–artesunate and 
dihydroartemisinin–piperaquine are potentially useful for diversification of ACTs in this 
region, but further safety and efficacy data are required on malaria retreatment. 
Methods 
We did a randomised, multicentre, open-label, longitudinal, controlled phase 3b/4 clinical 
trial at seven tertiary centres in Burkina Faso, Guinea, and Mali. Eligible participants for 
first malaria episode and all retreatment episodes were adults and children aged 6 months 
and older with microscopically confirmed Plasmodium spp malaria (>0 to <200 000 
parasites per μL of blood) and fever or history of fever in the previous 24 h. Individuals with 
severe or complicated malaria, an alanine aminotransferase concentration of more than 
twice the upper limit of normal, or a QTc greater than 450 ms were excluded. Using a 
randomisation list for each site, masked using sealed envelopes, participants were 
assigned to either pyronaridine–artesunate or dihydroartemisinin–piperaquine versus 
either artesunate–amodiaquine or artemether–lumefantrine. Block sizes were two or four if 
two treatments were allocated, and three or six if three treatments were allocated. 
Microscopists doing the parasitological assessments were masked to treatment allocation. 
All treatments were once-daily or twice-daily tablets or granules given orally and dosed by 
bodyweight over 3 days at the study centre. Patients were followed up as outpatients up to 
day 42, receiving clinical assessments on days 0, 1, 2, 3, 7, 14, 21, 28, 35, and 42. Two 
primary outcomes were compared for non-inferiority: the 2-year incidence rate of all 
microscopically confirmed, complicated and uncomplicated malaria episodes in patients in 
the intention-to-treat population (ITT; non-inferiority margin 20%); and adequate clinical 
and parasitological response (ACPR) in uncomplicated malaria across all episodes 
(unadjusted and PCR-adjusted for Plasmodium falciparum and unadjusted for other 
Plasmodium spp) in the per-protocol population on days 28 and 42 (non-inferiority margin 
5%). Safety was assessed in all participants who received one dose of study drug. This 
study is registered at the Pan African Clinical Trials Registry (PACTR201105000286876). 
Findings 
Between Oct 24, 2011, and Feb 1, 2016, we assigned 4710 eligible participants to the 
different treatment strategies: 1342 to pyronaridine–artesunate, 967 to artemether–
lumefantrine, 1061 to artesunate–amodiaquine, and 1340 to dihydroartemisinin–
piperaquine. The 2-year malaria incidence rate in the ITT population was non-inferior for 
pyronaridine–artesunate versus artemether–lumefantrine (1·77, 95% CI 1·63–1·93 vs 
1·87, 1·72–2·03; rate ratio [RR] 1·05, 95% CI 0·94–1·17); and versus artesunate–
amodiaquine (1·39, 95% CI 1·22–1·59 vs 1·35, 1·18–1·54; RR 0·97, 0·87–1·07). Similarly, 
this endpoint was non-inferior for dihydroartemisinin–piperaquine versus artemether–
lumefantrine (1·16, 95% CI 1·01–1·34 vs 1·42 1·25–1·62; RR 1·22, 95% CI 1·06–1·41) 
and versus artesunate–amodiaquine (1·35, 1·21–1·51 vs 1·68, 1·51–1·88; RR 1·25, 1·02–
1·50). For uncomplicated P falciparum malaria, PCR-adjusted ACPR was greater than 
99·5% at day 28 and greater than 98·6% at day 42 for all ACTs; unadjusted ACPR was 
higher for pyronaridine–artesunate versus comparators at day 28 (96·9% vs 82·3% for 

http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30291-5/fulltext
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artemether–lumefantrine and 95·6% vs 89·0% for artesunate–amodiaquine) and for 
dihydroartemisinin-piperaquine versus comparators (99·5% vs 81·6% for artemether–
lumefantrine and 99·0% vs 89·0% for artesunate–amodiaquine). For non-falciparum 
species, unadjusted ACPR was greater than 98% for all study drugs at day 28 and at day 
42 was greater than 83% except for artemether–lumefantrine against Plasmodium ovale 
(in ten [62·5%] of 16 patients) and against Plasmodium malariae (in nine [75·0%] of 12 
patients). Nine deaths occurred during the study, none of which were related to the study 
treatment. Mostly mild transient elevations in transaminases occurred with pyronaridine–
artesunate versus comparators, and mild QTcF prolongation with dihydroartemisinin-
piperaquine versus comparators. 
Interpretation 
Pyronaridine–artesunate and dihydroartemisinin–piperaquine treatment and retreatment of 
malaria were well tolerated with efficacy that was non-inferior to first-line ACTs. Greater 
access to these efficacious treatments in west Africa is justified. 

Back to Contents 
________________________________________________________________________ 

 
The New England Journal of Medicine (5 April 2018, Vol. 378, No. 14) 
 
Nivolumab plus Ipilimumab versus Sunitinib in Advanced Renal-Cell Carcinoma 
Robert J. Motzer, Nizar M. Tannir, David F. McDermott, et al. for the CheckMate 214 
Investigators 
N Engl J Med 2018; 378:1277-1290 April 5, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1712126 
 
Abstract 
Background 
Nivolumab plus ipilimumab produced objective responses in patients with advanced renal-
cell carcinoma in a pilot study. This phase 3 trial compared nivolumab plus ipilimumab with 
sunitinib for previously untreated clear-cell advanced renal-cell carcinoma. 
Methods 
We randomly assigned adults in a 1:1 ratio to receive either nivolumab (3 mg per kilogram 
of body weight) plus ipilimumab (1 mg per kilogram) intravenously every 3 weeks for four 
doses, followed by nivolumab (3 mg per kilogram) every 2 weeks, or sunitinib (50 mg) 
orally once daily for 4 weeks (6-week cycle). The coprimary end points were overall 
survival (alpha level, 0.04), objective response rate (alpha level, 0.001), and progression-
free survival (alpha level, 0.009) among patients with intermediate or poor prognostic risk. 
Results 
A total of 1096 patients were assigned to receive nivolumab plus ipilimumab (550 patients) 
or sunitinib (546 patients); 425 and 422, respectively, had intermediate or poor risk. At a 
median follow-up of 25.2 months in intermediate- and poor-risk patients, the 18-month 
overall survival rate was 75% (95% confidence interval [CI], 70 to 78) with nivolumab plus 
ipilimumab and 60% (95% CI, 55 to 65) with sunitinib; the median overall survival was not 
reached with nivolumab plus ipilimumab versus 26.0 months with sunitinib (hazard ratio for 
death, 0.63; P<0.001). The objective response rate was 42% versus 27% (P<0.001), and 
the complete response rate was 9% versus 1%. The median progression-free survival was 
11.6 months and 8.4 months, respectively (hazard ratio for disease progression or death, 
0.82; P=0.03, not significant per the prespecified 0.009 threshold). Treatment-related 
adverse events occurred in 509 of 547 patients (93%) in the nivolumab-plus-ipilimumab 
group and 521 of 535 patients (97%) in the sunitinib group; grade 3 or 4 events occurred in 
250 patients (46%) and 335 patients (63%), respectively. Treatment-related adverse 

http://www.nejm.org/doi/full/10.1056/NEJMoa1712126
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events leading to discontinuation occurred in 22% and 12% of the patients in the 
respective groups. 
Conclusions 
Overall survival and objective response rates were significantly higher with nivolumab plus 
ipilimumab than with sunitinib among intermediate- and poor-risk patients with previously 
untreated advanced renal-cell carcinoma.  
________________________________________________________________________ 

 
A Cluster-Randomized Trial of Blood-Pressure Reduction in Black Barbershops 
Ronald G. Victor, Kathleen Lynch, Ning Li, et al. 
N Engl J Med 2018; 378:1291-1301 April 5, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1717250 
 
Abstract 
Background 
Uncontrolled hypertension is a major problem among non-Hispanic black men, who are 
underrepresented in pharmacist intervention trials in traditional health care settings. 
Methods 
We enrolled a cohort of 319 black male patrons with systolic blood pressure of 140 mm Hg 
or more from 52 black-owned barbershops (nontraditional health care setting) in a cluster-
randomized trial in which barbershops were assigned to a pharmacist-led intervention (in 
which barbers encouraged meetings in barbershops with specialty-trained pharmacists 
who prescribed drug therapy under a collaborative practice agreement with the 
participants’ doctors) or to an active control approach (in which barbers encouraged 
lifestyle modification and doctor appointments). The primary outcome was reduction in 
systolic blood pressure at 6 months. 
Results 
At baseline, the mean systolic blood pressure was 152.8 mm Hg in the intervention group 
and 154.6 mm Hg in the control group. At 6 months, the mean systolic blood pressure fell 
by 27.0 mm Hg (to 125.8 mm Hg) in the intervention group and by 9.3 mm Hg (to 145.4 
mm Hg) in the control group; the mean reduction was 21.6 mm Hg greater with the 
intervention (95% confidence interval, 14.7 to 28.4; P<0.001). A blood-pressure level of 
less than 130/80 mm Hg was achieved among 63.6% of the participants in the intervention 
group versus 11.7% of the participants in the control group (P<0.001). In the intervention 
group, the rate of cohort retention was 95%, and there were few adverse events (three 
cases of acute kidney injury). 
Conclusions 
Among black male barbershop patrons with uncontrolled hypertension, health promotion 
by barbers resulted in larger blood-pressure reduction when coupled with medication 
management in barbershops by specialty-trained pharmacists. 
________________________________________________________________________ 

 
Change in Overweight from Childhood to Early Adulthood and Risk of Type 2 
Diabetes 
Lise G. Bjerregaard, Britt W. Jensen, Lars Ängquist, et al. 
N Engl J Med 2018; 378:1302-1312 April 5, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1713231 
 
Abstract 
Background 

http://www.nejm.org/doi/full/10.1056/NEJMoa1717250
http://www.nejm.org/doi/full/10.1056/NEJMoa1713231
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Childhood overweight is associated with an increased risk of type 2 diabetes in adulthood. 
We investigated whether remission of overweight before early adulthood reduces this risk. 
Methods 
We conducted a study involving 62,565 Danish men whose weights and heights had been 
measured at 7 and 13 years of age and in early adulthood (17 to 26 years of age). 
Overweight was defined in accordance with Centers for Disease Control and Prevention 
criteria. Data on type 2 diabetes status (at age ≥30 years, 6710 persons) were obtained 
from a national health registry. 
Results 
Overweight at 7 years of age (3373 of 62,565 men; 5.4%), 13 years of age (3418 of 
62,565; 5.5%), or early adulthood (5108 of 62,565; 8.2%) was positively associated with 
the risk of type 2 diabetes; associations were stronger at older ages at overweight and at 
younger ages at diagnosis of type 2 diabetes. Men who had had remission of overweight 
before the age of 13 years had a risk of having type 2 diabetes diagnosed at 30 to 60 
years of age that was similar to that among men who had never been overweight (hazard 
ratio, 0.96; 95% confidence interval [CI], 0.75 to 1.21). As compared with men who had 
never been overweight, men who had been overweight at 7 and 13 years of age but not 
during early adulthood had a higher risk of type 2 diabetes (hazard ratio, 1.47; 95% CI, 
1.10 to 1.98), but their risk was lower than that among men with persistent overweight 
(hazard ratio [persistently overweight vs. never overweight], 4.14; 95% CI, 3.57 to 4.79). 
An increase in body-mass index between 7 years of age and early adulthood was 
associated with an increased risk of type 2 diabetes, even among men whose weight had 
been normal at 7 years of age. 
Conclusions 
Childhood overweight at 7 years of age was associated with increased risks of adult type 2 
diabetes only if it continued until puberty or later ages. 
________________________________________________________________________ 

 
Outpatient Talc Administration by Indwelling Pleural Catheter for Malignant Effusion 
Rahul Bhatnagar, Emma K. Keenan, Anna J. Morley, et al. 
N Engl J Med 2018; 378:1313-1322 April 5, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1716883 
 
Abstract 
Background 
Malignant pleural effusion affects more than 750,000 persons each year across Europe 
and the United States. Pleurodesis with the administration of talc in hospitalized patients is 
the most common treatment, but indwelling pleural catheters placed for drainage offer an 
ambulatory alternative. We examined whether talc administered through an indwelling 
pleural catheter was more effective at inducing pleurodesis than the use of an indwelling 
pleural catheter alone. 
Methods 
Over a period of 4 years, we recruited patients with malignant pleural effusion at 18 
centers in the United Kingdom. After the insertion of an indwelling pleural catheter, 
patients underwent drainage regularly on an outpatient basis. If there was no evidence of 
substantial lung entrapment (nonexpandable lung, in which lung expansion and pleural 
apposition are not possible because of visceral fibrosis or bronchial obstruction) at 10 
days, patients were randomly assigned to receive either 4 g of talc slurry or placebo 
through the indwelling pleural catheter on an outpatient basis. Talc or placebo was 
administered on a single-blind basis. Follow-up lasted for 70 days. The primary outcome 
was successful pleurodesis at day 35 after randomization. 

http://www.nejm.org/doi/full/10.1056/NEJMoa1716883
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Results 
The target of 154 patients undergoing randomization was reached after 584 patients were 
approached. At day 35, a total of 30 of 69 patients (43%) in the talc group had successful 
pleurodesis, as compared with 16 of 70 (23%) in the placebo group (hazard ratio, 2.20; 
95% confidence interval, 1.23 to 3.92; P=0.008). No significant between-group differences 
in effusion size and complexity, number of inpatient days, mortality, or number of adverse 
events were identified. No significant excess of blockages of the indwelling pleural catheter 
was noted in the talc group. 
Conclusions 
Among patients without substantial lung entrapment, the outpatient administration of talc 
through an indwelling pleural catheter for the treatment of malignant pleural effusion 
resulted in a significantly higher chance of pleurodesis at 35 days than an indwelling 
catheter alone, with no deleterious effects. 

Back to Contents 
________________________________________________________________________ 

 
Sources  
 

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

JAMA: The Journal of the American Medical 
Association  

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

The Lancet www.thelancet.com 

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

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 

 

http://www.bmj.com/theBMJ
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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/
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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 
 
 

http://www.derbyhospitalslibrary.co.uk/e-resources
https://openathens.nice.org.uk/
http://www.derbyhospitalslibrary.co.uk/current-awareness
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Library Training Programme 2018 

The Library & Knowledge Service will be offering the 

following training sessions in 2018: 

 

  
 

 Evidence-based Resources  

 Literature Searching  
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 Critical Appraisal: An Introduction  

 Reflective Writing  

 Undertaking Randomised Controlled Trials (RCT) 

Research: study design basics and critical appraisal   

 EndNote Reference Management System 

 Establishing a Journal Club       

 
 
 
 
 
For more information please go to the Training pages on our website, 
http://www.derbyhospitalslibrary.co.uk/training, or email 
suzanne.toft@nhs.net 
________________________________________________________________________ 

 
 

    

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

http://www.derbyhospitalslibrary.co.uk/training
mailto:suzanne.toft@nhs.net
http://www.derbyhospitalslibrary.co.uk/e-learning
http://www.derbyhospitalslibrary.co.uk/e-learning
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The Library and Knowledge Service now has full-text access to BMJ Case Reports. "Case 
Reports is a unique & growing repository for all healthcare professionals & researchers to 
submit, search & view case reports in all disciplines."  

 
BMJ Case Reports can be access here: http://casereports.bmj.com. Click on Login via 
OpenAthens on the right hand side to log in. 
 
Guidance for authors can be found at:  
http://casereports.bmj.com/site/about/guidelines.xhtml 
 
If you wish to submit a case report, the institutional fellowship code is 4315973. An 
additional fee needs to be paid by the author if s/he wishes to make their submission open 
access. Details can be found within the guidance. 
________________________________________________________________________ 
 
Produced by: Library & Knowledge Service 
   Derby Teaching Hospitals NHS Foundation Trust 
 
Email:   dhft.libraryca@nhs.net 

http://casereports.bmj.com/
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Twitter:   Follow us on Twitter @DHFTLibrary 
 
Website:  www.derbyhospitalslibrary.co.uk/ 
________________________________________________________________________ 
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