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Alcohol intake in relation to non-fatal and fatal coronary heart disease and stroke: 
EPIC-CVD case-cohort study 
Cristian Ricci, Angela Wood, David Muller, et al. 
BMJ 2018; 361 doi: https://doi.org/10.1136/bmj.k934 (Published 29 May 2018) 
https://www.bmj.com/content/361/bmj.k934 
 
Abstract 
Objective To investigate the association between alcohol consumption (at baseline and 
over lifetime) and non-fatal and fatal coronary heart disease (CHD) and stroke. 
Design Multicentre case-cohort study. 
Setting A study of cardiovascular disease (CVD) determinants within the European 
Prospective Investigation into Cancer and nutrition cohort (EPIC-CVD) from eight 
European countries. 
Participants 32 549 participants without baseline CVD, comprised of incident CVD cases 
and a subcohort for comparison. 
Main outcome measures Non-fatal and fatal CHD and stroke (including ischaemic and 
haemorrhagic stroke). 
Results There were 9307 non-fatal CHD events, 1699 fatal CHD, 5855 non-fatal stroke, 
and 733 fatal stroke. Baseline alcohol intake was inversely associated with non-fatal CHD, 
with a hazard ratio of 0.94 (95% confidence interval 0.92 to 0.96) per 12 g/day higher 
intake. There was a J shaped association between baseline alcohol intake and risk of fatal 
CHD. The hazard ratios were 0.83 (0.70 to 0.98), 0.65 (0.53 to 0.81), and 0.82 (0.65 to 
1.03) for categories 5.0-14.9 g/day, 15.0-29.9 g/day, and 30.0-59.9 g/day of total alcohol 
intake, respectively, compared with 0.1-4.9 g/day. In contrast, hazard ratios for non-fatal 
and fatal stroke risk were 1.04 (1.02 to 1.07), and 1.05 (0.98 to 1.13) per 12 g/day increase 
in baseline alcohol intake, respectively, including broadly similar findings for ischaemic and 
haemorrhagic stroke. Associations with cardiovascular outcomes were broadly similar with 
average lifetime alcohol consumption as for baseline alcohol intake, and across the eight 
countries studied. There was no strong evidence for interactions of alcohol consumption 
with smoking status on the risk of CVD events. 
Conclusions Alcohol intake was inversely associated with non-fatal CHD risk but 
positively associated with the risk of different stroke subtypes. This highlights the opposing 

https://www.bmj.com/content/361/bmj.k934


 

 - 3 - 

associations of alcohol intake with different CVD types and strengthens the evidence for 
policies to reduce alcohol consumption. 
________________________________________________________________________ 

 
Long term survival, health, social functioning, and education in patients with 
European Lyme neuroborreliosis: nationwide population based cohort study 
Niels Obel, Ram B Dessau, Karen A Krogfelt, et al. 
BMJ 2018; 361 doi: https://doi.org/10.1136/bmj.k1998 (Published 30 May 2018) 
https://www.bmj.com/content/361/bmj.k1998 
 
Abstract 
Objective To estimate long term survival, health, and educational/social functioning in 
patients with Lyme neuroborreliosis compared with the general population. 
Design Nationwide population based cohort study using national registers. 
Setting Denmark. 
Participants All Danish residents diagnosed during 1986-2016 as having Lyme 
neuroborreliosis (n=2067), defined as a positive Borrelia burgdorferi intrathecal antibody 
test and a clinical diagnosis of Lyme borreliosis, and a comparison cohort from the general 
population matched on sex and date of birth (n=20 670). 
Main outcome measures Mortality rate ratios, incidence rate ratios of comorbidities, and 
differences in educational and social outcomes. 
Results Mortality among patients with Lyme neuroborreliosis was not higher than in the 
general population (mortality rate ratio 0.90, 95% confidence interval 0.79 to 1.03). Lyme 
neuroborreliosis patients had increased risk of haematological (incidence rate ratio 3.07, 
2.03 to 4.66) and non-melanoma skin cancers (1.49, 1.18 to 1.88). At diagnosis, Lyme 
neuroborreliosis patients had slightly higher employment and lower disability pension 
rates. After five years, patients and comparison cohort members had similar numbers of 
hospital contacts (difference −0.22, 95% confidence interval −0.45 to 0.02, in-hospital 
days/year; 0.37, −0.10 to 0.83, outpatient visits/year), employment rates (difference 1.5%, 
−2.1% to 5.1%), income (difference −1000, −20 000 to 18 000, Danish kroner), days of sick 
leave (difference −0.3, −3.5 to 3.0, per year), rates of receipt of a disability pension 
(difference −0.9%, −3.2% to 1.3%), and number of children (difference –0.10, −0.27 to 
0.08). More patients were married (difference 4.8%, 2.2% to 7.4%) and had completed 
high school education (difference 7%, 1% to 12%). 
Conclusion A verified diagnosis of Lyme neuroborreliosis had no substantial effect on 
long term survival, health, or educational/social functioning. Nevertheless, the diagnosis 
decreased labour market involvement marginally and was associated with increased risk 
of haematological and non-melanoma skin cancers. 
________________________________________________________________________ 

 
Diagnostic accuracy of point-of-care natriuretic peptide testing for chronic heart 
failure in ambulatory care: systematic review and meta-analysis 
Kathryn S Taylor, Jan Y Verbakel, Benjamin G Feakins, et al. 
BMJ 2018; 361 doi: https://doi.org/10.1136/bmj.k1450 (Published 21 May 2018) 
https://www.bmj.com/content/361/bmj.k1450 
 
Abstract 
Objective To assess the diagnostic accuracy of point-of-care natriuretic peptide tests in 
patients with chronic heart failure, with a focus on the ambulatory care setting. 
Design Systematic review and meta-analysis. 
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Data sources Ovid Medline, Cochrane Central Register of Controlled Trials, Cochrane 
Database of Systematic Reviews, Database of Abstracts of Reviews of Effects, Embase, 
Health Technology Assessment Database, Science Citation Index, and Conference 
Proceedings Citation Index until 31 March 2017. 
Study selection Eligible studies evaluated point-of-care natriuretic peptide testing (B-type 
natriuretic peptide (BNP) or N terminal fragment pro B-type natriuretic peptide 
(NTproBNP)) against any relevant reference standard, including echocardiography, clinical 
examination, or combinations of these, in humans. Studies were excluded if reported data 
were insufficient to construct 2×2 tables. No language restrictions were applied. 
Results 42 publications of 39 individual studies met the inclusion criteria and 40 
publications of 37 studies were included in the analysis. Of the 37 studies, 30 evaluated 
BNP point-of-care testing and seven evaluated NTproBNP testing. 15 studies were done in 
ambulatory care settings in populations with a low prevalence of chronic heart failure. Five 
studies were done in primary care. At thresholds >100 pg/mL, the sensitivity of BNP, 
measured with the point-of-care index device Triage, was generally high and was 0.95 
(95% confidence interval 0.90 to 0.98) at 100 pg/mL. At thresholds <100 pg/mL, sensitivity 
ranged from 0.46 to 0.97 and specificity from 0.31 to 0.98. Primary care studies that used 
NTproBNP testing reported a sensitivity of 0.99 (0.57 to 1.00) and specificity of 0.60 (0.44 
to 0.74) at 135 pg/mL. No statistically significant difference in diagnostic accuracy was 
found between point-of-care BNP and NTproBNP tests. 
Conclusions Given the lack of studies in primary care, the paucity of NTproBNP data, and 
potential methodological limitations in these studies, large scale trials in primary care are 
needed to assess the role of point-of-care natriuretic peptide testing and clarify appropriate 
thresholds to improve care of patients with suspected or chronic heart failure. 
________________________________________________________________________ 

 
Postmarket studies required by the US Food and Drug Administration for new drugs 
and biologics approved between 2009 and 2012: cross sectional analysis 
Joshua D Wallach, Alexander C Egilman, Sanket S Dhruva, et al. 
BMJ 2018; 361 doi: https://doi.org/10.1136/bmj.k2031 (Published 24 May 2018) 
https://www.bmj.com/content/361/bmj.k2031 
 
Abstract 
Objectives To characterize postmarketing requirements for new drugs and biologics 
approved by the US Food and Drug Administration (FDA), and to examine rates and 
timeliness of registration, results reporting, and publication of required prospective cohort 
studies, registries, and clinical trials. 
Design Cross sectional analysis. 
Setting Postmarketing requirements for all new drugs and biologics approved by the FDA 
between 1 January 2009 and 31 December 2012, with follow-up up to 15 November 2017. 
Main outcome measures Postmarketing requirements and their characteristics known at 
the time of FDA approval, including FDA authority, study design, and study characteristics. 
Rates and timeliness of registration and results reporting on ClinicalTrials.gov and 
publication in peer reviewed journals of required prospective cohort studies, registries, and 
clinical trials. 
Results Between 2009 and 12, the FDA approved 97 new drugs and biologics for 106 
indications with at least one postmarketing requirement at the time of first approval, for a 
total of 437 postmarketing requirements. Postmarket study descriptions were short 
(median word count 44 (interquartile range 29-71)) and often lacked information to 
determine an up to date progress (131 (30%)). 220 (50.3%) postmarketing requirements 
were for new animal or other studies (including pharmacokinetic studies); 134 (30.7%) 
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were for prospective cohort studies, registries, and clinical trials; and 83 (19.0%) were for 
secondary analyses or follow-up studies. Of 110 clinical trials, 38 (34.5%), 44 (40.0%), 62 
(56.4%), 66 (60.0%), and 98 (89.1%) did not report enough information to establish use of 
randomization, comparator type, allocation, outcome, and number of patients to be 
enrolled, respectively. Of 134 required prospective cohort studies, registries, and clinical 
trials, 102 (76.1%) were registered on ClinicalTrials.gov; of 50 registered and completed 
studies, 36 (72.0%) had reported results on ClinicalTrials.gov. Among 65 completed 
studies, 47 (72.3%) had either reported results or were published a median of 47 months 
(interquartile range 32-67) after FDA approval. 32 (68.1%) of these 47 studies did not 
report results publicly by the time of their original FDA report submission deadline. 
Conclusions Postmarketing requirements for new drugs and biologics were often briefly 
described and did not contain enough information to characterize study designs. 
Approximately three quarters of postmarketing requirements for prospective cohort 
studies, registries, and clinical trials were registered on ClinicalTrials.gov, and nearly three 
quarters of completed studies reported results or were published, suggesting that at least 
a quarter of these required studies are not being publicly disseminated. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (5 June 2018, Vol. 319, No. 21) 
 
Effect of Use of a Bougie vs Endotracheal Tube and Stylet on First-Attempt 
Intubation Success Among Patients With Difficult Airways Undergoing Emergency 
Intubation: A Randomized Clinical Trial 
Brian E. Driver; Matthew E. Prekker; Lauren R. Klein, et al. 
JAMA. 2018;319(21):2179-2189. doi:10.1001/jama.2018.6496 
https://jamanetwork.com/journals/jama/article-abstract/2681717 
 
Abstract 
Importance The tracheal tube introducer, known as the bougie, is typically used to aid 
tracheal intubation in poor laryngoscopic views or after intubation attempts fail. The effect 
of routine bougie use on first-attempt intubation success is unclear. 
Objective To compare first attempt intubation success facilitated by the bougie vs the 
endotracheal tube + stylet. 
Design, Setting, and Patients The Bougie Use in Emergency Airway Management 
(BEAM) trial was a randomized clinical trial conducted from September 2016 through 
August 2017 in the emergency department at Hennepin County Medical Center, an urban, 
academic department in Minneapolis, Minnesota, where emergency physicians perform all 
endotracheal intubations. Included patients were 18 years and older who were 
consecutively admitted to the emergency department and underwent emergency 
orotracheal intubation with a Macintosh laryngoscope blade for respiratory arrest, difficulty 
breathing, or airway protection. 
Interventions Patients were randomly assigned to undergo the initial intubation attempt 
facilitated by bougie (n = 381) or endotracheal tube + stylet (n = 376). 
Main Outcomes and Measures The primary outcome was first-attempt intubation 
success in patients with at least 1 difficult airway characteristic (body fluids obscuring the 
laryngeal view, airway obstruction or edema, obesity, short neck, small mandible, large 
tongue, facial trauma, or the need for cervical spine immobilization). Secondary outcomes 
were first-attempt success in all patients, first-attempt intubation success without 
hypoxemia, first-attempt duration, esophageal intubation, and hypoxemia. 
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Results Among 757 patients who were randomized (mean age, 46 years; women, 230 
[30%]), 757 patients (100%) completed the trial. Among the 380 patients with at least 1 
difficult airway characteristic, first-attempt intubation success was higher in the bougie 
group (96%) than in the endotracheal tube + stylet group (82%) (absolute between-group 
difference, 14% [95% CI, 8% to 20%]). Among all patients, first-attempt intubation success 
in the bougie group (98%) was higher than the endotracheal tube + stylet group (87%) 
(absolute difference, 11% [95% CI, 7% to 14%]). The median duration of the first 
intubation attempt (38 seconds vs 36 seconds) and the incidence of hypoxemia (13% vs 
14%) did not differ significantly between the bougie and endotracheal tube + stylet groups. 
Conclusions and Relevance In this emergency department, use of a bougie compared 
with an endotracheal tube + stylet resulted in significantly higher first-attempt intubation 
success among patients undergoing emergency endotracheal intubation. However, these 
findings should be considered provisional until the generalizability is assessed in other 
institutions and settings. 
Trial Registration clinicaltrials.gov Identifier: NCT02902146 
________________________________________________________________________ 

 
Association Between Oxygen Saturation Targeting and Death or Disability in 
Extremely Preterm Infants in the Neonatal Oxygenation Prospective Meta-analysis 
Collaboration 
Lisa M. Askie, Brian A. Darlow, Neil Finer, et al. 
JAMA  .2018;319(21:)2190-2201 . doi:10.1001/jama.2018.5725 
https://jamanetwork.com/journals/jama/fullarticle/2683220 
 
Abstract 
Importance There are potential benefits and harms of hyperoxemia and hypoxemia for 
extremely preterm infants receiving more vs less supplemental oxygen. 
Objective To compare the effects of different target ranges for oxygen saturation as 
measured by pulse oximetry (SpO 2 ) on death or major morbidity. 
Design, Setting, and Participants Prospectively planned meta-analysis of individual 
participant data from 5 randomized clinical trials (conducted from 2005-2014) enrolling 
infants born before 28 weeks’ gestation. 
Exposures SpO 2 target range that was lower (85%-89%) vs higher (91%-95%). 
Main Outcomes and Measures   The primary outcome was a composite of death or major 
disability (bilateral blindness, deafness, cerebral palsy diagnosed as ≥2 level on the Gross 
Motor Function Classification System, or Bayley-III cognitive or language score  <85 ) at a 
corrected age of 18 to 24 months .There were 16 secondary outcomes including the 
components of the primary outcome and other major morbidities. 
Results A total of 4965 infants were randomized (2480 to the lower SpO 2 target range and 
2485 to the higher SpO 2 range) and had a median gestational age of 26 weeks 
(interquartile range, 25-27 weeks) and a mean birth weight of 832 g (SD, 190 g). The 
primary outcome occurred in 1191 of 2228 infants (53.5%) in the lower SpO 2 target group 
and 1150 of 2229 infants (51.6%) in the higher SpO 2 target group (risk difference, 1.7% 
[95% CI, −1.3% to 4.6%]; relative risk [RR], 1.04 [95% CI, 0.98 to 1.09 ,]P . = 21 .) Of the 16 
secondary outcomes, 11 were null, 2 significantly favored the lower SpO 2 target group, and 
3 significantly favored the higher SpO 2 target group. Death occurred in 484 of 2433 infants 
(19.9%) in the lower SpO 2 target group and 418 of 2440 infants (17.1%) in the higher SpO 2 
target group (risk difference, 2.8% [95% CI, 0.6% to 5.0%]; RR, 1.17 [95% CI, 1.04 to 
1.31 ,]P . = 01 .) Treatment for retinopathy of prematurity was administered to 220 of 2020 
infants (10.9%) in the lower SpO 2 target group and 308 of 2065 infants (14.9%) in the 
higher SpO 2 target group (risk difference, −4.0% [95% CI, −6.1% to −2.0%]; RR, 0.74 [95% 
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CI, 0.63 to 0.86 ,]P . < 001 .) Severe necrotizing enterocolitis occurred in 227 of 2464 infants 
(9.2%) in the lower SpO 2 target group and 170 of 2465 infants (6.9%) in the higher SpO 2 
target group (risk difference, 2.3% [95% CI, 0.8% to 3.8%]; RR, 1.33 [95% CI, 1.10 to 
1.61], P = .003). 
Conclusions and Relevance In this prospectively planned meta-analysis of individual 
participant data from extremely preterm infants, there was no significant difference 
between a lower SpO 2 target range compared with a higher SpO 2 target range on the 
primary composite outcome of death or major disability at a corrected age of 18 to 24 
months. The lower SpO 2 target range was associated with a higher risk of death and 
necrotizing enterocolitis, but a lower risk of retinopathy of prematurity treatment. 
________________________________________________________________________ 

 
Association of the Quick Sequential (Sepsis-Related) Organ Failure Assessment 
(qSOFA) Score With Excess Hospital Mortality in Adults With Suspected Infection in 
Low- and Middle-Income Countries 
Kristina E. Rudd, Christopher W. Seymour, Adam R. Aluisio, et al. 
JAMA. 2018;319(21):2202-2211. doi:10.1001/jama.2018.6229 
https://jamanetwork.com/journals/jama/article-abstract/2681801 
 
Abstract 
Importance The quick Sequential (Sepsis-Related) Organ Failure Assessment (qSOFA) 
score has not been well-evaluated in low- and middle-income countries (LMICs). 
Objective To assess the association of qSOFA with excess hospital death among patients 
with suspected infection in LMICs and to compare qSOFA with the systemic inflammatory 
response syndrome (SIRS) criteria. 
Design, Settings, and Participants Retrospective secondary analysis of 8 cohort studies 
and 1 randomized clinical trial from 2003 to 2017. This study included 6569 hospitalized 
adults with suspected infection in emergency departments, inpatient wards, and intensive 
care units of 17 hospitals in 10 LMICs across sub-Saharan Africa, Asia, and the Americas. 
Exposures Low (0), moderate (1), or high (≥2) qSOFA score (range, 0 [best] to 3 [worst]) 
or SIRS criteria (range, 0 [best] to 4 [worst]) within 24 hours of presentation to study 
hospital. 
Main Outcomes and Measures Predictive validity (measured as incremental hospital 
mortality beyond that predicted by baseline risk factors, as a marker of sepsis or 
analogous severe infectious course) of the qSOFA score (primary) and SIRS criteria 
(secondary). 
Results The cohorts were diverse in enrollment criteria, demographics (median ages, 29-
54 years; males range, 36%-76%), HIV prevalence (range, 2%-43%), cause of infection, 
and hospital mortality (range, 1%-39%). Among 6218 patients with nonmissing outcome 
status in the combined cohort, 643 (10%) died. Compared with a low or moderate score, a 
high qSOFA score was associated with increased risk of death overall (19% vs 6%; 
difference, 13% [95% CI, 11%-14%]; odds ratio, 3.6 [95% CI, 3.0-4.2]) and across cohorts 
(P < .05 for 8 of 9 cohorts). Compared with a low qSOFA score, a moderate qSOFA score 
was also associated with increased risk of death overall (8% vs 3%; difference, 5% [95% 
CI, 4%-6%]; odds ratio, 2.8 [95% CI, 2.0-3.9]), but not in every cohort (P < .05 in 2 of 7 
cohorts). High, vs low or moderate, SIRS criteria were associated with a smaller increase 
in risk of death overall (13% vs 8%; difference, 5% [95% CI, 3%-6%]; odds ratio, 1.7 [95% 
CI, 1.4-2.0]) and across cohorts (P < .05 for 4 of 9 cohorts). qSOFA discrimination (area 
under the receiver operating characteristic curve [AUROC], 0.70 [95% CI, 0.68-0.72]) was 
superior to that of both the baseline model (AUROC, 0.56 [95% CI, 0.53-0.58; P < .001) 
and SIRS (AUROC, 0.59 [95% CI, 0.57-0.62]; P < .001). 
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Conclusions and Relevance When assessed among hospitalized adults with suspected 
infection in 9 LMIC cohorts, the qSOFA score identified infected patients at risk of death 
beyond that explained by baseline factors. However, the predictive validity varied among 
cohorts and settings, and further research is needed to better understand potential 
generalizability. 

Back to Contents 
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The Lancet (2 June 2018, Vol. 391, No. 10136) 
 
Efficacy and safety of guselkumab in patients with active psoriatic arthritis: a 
randomised, double-blind, placebo-controlled, phase 2 study 
Atul Deodhar, Alice B Gottlieb, Wolf-Henning Boehncke et al. 
The Lancet, Volume 391, No. 10136, p2213–2224, 2 June 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30952-8/fulltext 
 
Summary 
Background 
Guselkumab, a human monoclonal antibody that binds to the p19 subunit of interleukin 23, 
has been approved for the treatment of moderate-to-severe psoriasis. Psoriatic arthritis is 
a common comorbidity of psoriasis with an umet need for novel treatments. We assessed 
the efficacy and safety of guselkumab in patients with active psoriatic arthritis. 
Methods 
We did a randomised, double-blind, placebo-controlled, phase 2a trial at 34 rheumatology 
and dermatology practices in Canada, Germany, Poland, Romania, Russia, Spain, and the 
USA. Eligible participants were aged 18 years or older with active psoriatic arthritis and 
plaque psoriasis affecting at least 3% of their body surface area, with three or more of 66 
tender joints and three or more of 68 swollen joints, who had an inadequate response or 
intolerance to standard treatments. We randomly assigned patients (2:1) via a central 
interactive web-response system using computer-generated permuted blocks with a block 
size of six, stratified by previous anti-tumour necrosis factor-α use, to receive 
subcutaneous guselkumab 100 mg or placebo at week 0, week 4, and every 8 weeks 
thereafter for 24 weeks. Patients, investigators, and site staff were masked to treatment 
assignment until final database lock at week 56. At week 16, patients with less than 5% 
improvement in swollen and tender joint counts were eligible for early escape to 
ustekinumab. At week 24, the remaining placebo-treated patients crossed over to receive 
guselkumab 100 mg at weeks 24, 28, 36, and 44 and guselkumab-treated patients 
received a placebo injection at week 24, followed by guselkumab injections at weeks 28, 
36, and 44. The primary endpoint was the proportion of patients with at least 20% 
improvement at week 24 in signs and symptoms of psoriatic arthritis according to 
American College of Rheumatology criteria (ACR20) in the modified intention-to-treat 
population (ie, all randomly assigned patients who received at least one dose of study 
treatment). Safety analyses included patients according to the study drug received. This 
study is registered with ClinicalTrials.gov, number NCT02319759. 
Findings 
Between March 27, 2015, and Jan 17, 2017, we randomly assigned 149 patients to 
treatment: 100 to guselkumab and 49 to placebo. 17 (35%) of 49 patients in the placebo 
group and ten (10%) of 100 patients in the guselkumab group were eligible for early 
escape to ustekinumab at week 16. 29 (59%) of 49 patients in the placebo group crossed 
over and received guselkumab at week 24. Three (6%) of 49 patients in the placebo 
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group, one (3%) of 29 patients who crossed over from placebo to guselkumab, and six 
(6%) of 100 patients in the guselkumab group discontinued study treatment before week 
44. 58 (58%) of 100 patients in the guselkumab group and nine (18%) of 49 patients in the 
placebo group achieved an ACR20 response at week 24 (percentage difference 39·7% 
[95% CI 25·3–54·1]; p<0·0001). Between week 0 and week 24, 36 (36%) of 100 
guselkumab-treated patients and 16 (33%) of 49 placebo-treated patients had at least one 
adverse event. The most frequent adverse event was infection in both groups (16 [16%] of 
100 patients in the guselkumab group vs ten [20%] of 49 patients in the placebo group). 
The prevalence of adverse events between week 0 and week 56 in guselkumab-treated 
patients (51 [40%] of 129) indicated no disproportional increase with longer guselkumab 
exposure. No deaths occurred. 
Interpretation 
Guselkumab, a novel anti-interleukin 23p19 antibody, significantly improved signs and 
symptoms of active psoriatic arthritis and was well tolerated during 44 weeks of treatment. 
The results of this study support further development of guselkumab as a novel and 
comprehensive treatment in psoriatic arthritis. 
Funding 
Janssen Research & Development. 
________________________________________________________________________ 

 
Hip arthroscopy versus best conservative care for the treatment of 
femoroacetabular impingement syndrome (UK FASHIoN): a multicentre randomised 
controlled trial 
Damian R Griffin, Edward J Dickenson, Peter D H Wall, et al. 
The Lancet, Volume 391, No. 10136, p2225–2235, 2 June 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31202-9/fulltext 
 
Summary 
Background 
Femoroacetabular impingement syndrome is an important cause of hip pain in young 
adults. It can be treated by arthroscopic hip surgery, including reshaping the hip, or with 
physiotherapist-led conservative care. We aimed to compare the clinical effectiveness of 
hip arthroscopy with best conservative care. 
Methods 
UK FASHIoN is a pragmatic, multicentre, assessor-blinded randomised controlled trial, 
done at 23 National Health Service hospitals in the UK. We enrolled patients with 
femoroacetabular impingement syndrome who presented at these hospitals. Eligible 
patients were at least 16 years old, had hip pain with radiographic features of cam or 
pincer morphology but no osteoarthritis, and were believed to be likely to benefit from hip 
arthroscopy. Patients with bilateral femoroacetabular impingement syndrome were eligible; 
only the most symptomatic hip was randomly assigned to treatment and followed-up. 
Participants were randomly allocated (1:1) to receive hip arthroscopy or personalised hip 
therapy (an individualised, supervised, and progressive physiotherapist-led programme of 
conservative care). Randomisation was stratified by impingement type and recruiting 
centre and was done by research staff at each hospital, using a central telephone 
randomisation service. Patients and treating clinicians were not masked to treatment 
allocation, but researchers who collected the outcome assessments and analysed the 
results were masked. The primary outcome was hip-related quality of life, as measured by 
the patient-reported International Hip Outcome Tool (iHOT-33) 12 months after 
randomisation, and analysed in all eligible participants who were allocated to treatment 
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(the intention-to-treat population). This trial is registered as an International Standard 
Randomised Controlled Trial, number ISRCTN64081839, and is closed to recruitment. 
Findings 
Between July 20, 2012, and July 15, 2016, we identified 648 eligible patients and recruited 
348 participants: 171 participants were allocated to receive hip arthroscopy and 177 to 
receive personalised hip therapy. Three further patients were excluded from the trial after 
randomisation because they did not meet the eligibility criteria. Follow-up at the primary 
outcome assessment was 92% (319 of 348 participants). At 12 months after 
randomisation, mean iHOT-33 scores had improved from 39·2 (SD 20·9) to 58·8 (27·2) for 
participants in the hip arthroscopy group, and from 35·6 (18·2) to 49·7 (25·5) in the 
personalised hip therapy group. In the primary analysis, the mean difference in iHOT-33 
scores, adjusted for impingement type, sex, baseline iHOT-33 score, and centre, was 6·8 
(95% CI 1·7–12·0) in favour of hip arthroscopy (p=0·0093). This estimate of treatment 
effect exceeded the minimum clinically important difference (6·1 points). There were 147 
patient-reported adverse events (in 100 [72%] of 138 patients) in the hip arthroscopy 
group) versus 102 events (in 88 [60%] of 146 patients) in the personalised hip therapy 
group, with muscle soreness being the most common of these (58 [42%] vs 69 [47%]). 
There were seven serious adverse events reported by participating hospitals. Five (83%) 
of six serious adverse events in the hip arthroscopy group were related to treatment, and 
the one in the personalised hip therapy group was not. There were no treatment-related 
deaths, but one patient in the hip arthroscopy group developed a hip joint infection after 
surgery. 
Interpretation 
Hip arthroscopy and personalised hip therapy both improved hip-related quality of life for 
patients with femoroacetabular impingement syndrome. Hip arthroscopy led to a greater 
improvement than did personalised hip therapy, and this difference was clinically 
significant. Further follow-up will reveal whether the clinical benefits of hip arthroscopy are 
maintained and whether it is cost effective in the long term. 
Funding 
The Health Technology Assessment Programme of the National Institute of Health 
Research. 
________________________________________________________________________ 

 
Measuring performance on the Healthcare Access and Quality Index for 195 
countries and territories and selected subnational locations: a systematic analysis 
from the Global Burden of Disease Study 2016 
GBD 2016 Healthcare Access and Quality Collaborators 
The Lancet, The Lancet, Volume 391, No. 10136, Online First, p2236–2271 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30994-2/fulltext 
 
Summary 
Background 
A key component of achieving universal health coverage is ensuring that all populations 
have access to quality health care. Examining where gains have occurred or progress has 
faltered across and within countries is crucial to guiding decisions and strategies for future 
improvement. We used the Global Burden of Diseases, Injuries, and Risk Factors Study 
2016 (GBD 2016) to assess personal health-care access and quality with the Healthcare 
Access and Quality (HAQ) Index for 195 countries and territories, as well as subnational 
locations in seven countries, from 1990 to 2016. 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30994-2/fulltext
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Methods 
Drawing from established methods and updated estimates from GBD 2016, we used 32 
causes from which death should not occur in the presence of effective care to approximate 
personal health-care access and quality by location and over time. To better isolate 
potential effects of personal health-care access and quality from underlying risk factor 
patterns, we risk-standardised cause-specific deaths due to non-cancers by location-year, 
replacing the local joint exposure of environmental and behavioural risks with the global 
level of exposure. Supported by the expansion of cancer registry data in GBD 2016, we 
used mortality-to-incidence ratios for cancers instead of risk-standardised death rates to 
provide a stronger signal of the effects of personal health care and access on cancer 
survival. We transformed each cause to a scale of 0–100, with 0 as the first percentile 
(worst) observed between 1990 and 2016, and 100 as the 99th percentile (best); we set 
these thresholds at the country level, and then applied them to subnational locations. We 
applied a principal components analysis to construct the HAQ Index using all scaled cause 
values, providing an overall score of 0–100 of personal health-care access and quality by 
location over time. We then compared HAQ Index levels and trends by quintiles on the 
Socio-demographic Index (SDI), a summary measure of overall development. As derived 
from the broader GBD study and other data sources, we examined relationships between 
national HAQ Index scores and potential correlates of performance, such as total health 
spending per capita. 
Findings 
In 2016, HAQ Index performance spanned from a high of 97·1 (95% UI 95·8–98·1) in 
Iceland, followed by 96·6 (94·9–97·9) in Norway and 96·1 (94·5–97·3) in the Netherlands, 
to values as low as 18·6 (13·1–24·4) in the Central African Republic, 19·0 (14·3–23·7) in 
Somalia, and 23·4 (20·2–26·8) in Guinea-Bissau. The pace of progress achieved between 
1990 and 2016 varied, with markedly faster improvements occurring between 2000 and 
2016 for many countries in sub-Saharan Africa and southeast Asia, whereas several 
countries in Latin America and elsewhere saw progress stagnate after experiencing 
considerable advances in the HAQ Index between 1990 and 2000. Striking subnational 
disparities emerged in personal health-care access and quality, with China and India 
having particularly large gaps between locations with the highest and lowest scores in 
2016. In China, performance ranged from 91·5 (89·1–93·6) in Beijing to 48·0 (43·4–53·2) 
in Tibet (a 43·5-point difference), while India saw a 30·8-point disparity, from 64·8 (59·6–
68·8) in Goa to 34·0 (30·3–38·1) in Assam. Japan recorded the smallest range in 
subnational HAQ performance in 2016 (a 4·8-point difference), whereas differences 
between subnational locations with the highest and lowest HAQ Index values were more 
than two times as high for the USA and three times as high for England. State-level gaps 
in the HAQ Index in Mexico somewhat narrowed from 1990 to 2016 (from a 20·9-point to 
17·0-point difference), whereas in Brazil, disparities slightly increased across states during 
this time (a 17·2-point to 20·4-point difference). Performance on the HAQ Index showed 
strong linkages to overall development, with high and high-middle SDI countries generally 
having higher scores and faster gains for non-communicable diseases. Nonetheless, 
countries across the development spectrum saw substantial gains in some key health 
service areas from 2000 to 2016, most notably vaccine-preventable diseases. Overall, 
national performance on the HAQ Index was positively associated with higher levels of 
total health spending per capita, as well as health systems inputs, but these relationships 
were quite heterogeneous, particularly among low-to-middle SDI countries. 
Interpretation 
GBD 2016 provides a more detailed understanding of past success and current challenges 
in improving personal health-care access and quality worldwide. Despite substantial gains 
since 2000, many low-SDI and middle-SDI countries face considerable challenges unless 
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heightened policy action and investments focus on advancing access to and quality of 
health care across key health services, especially non-communicable diseases. 
Stagnating or minimal improvements experienced by several low-middle to high-middle 
SDI countries could reflect the complexities of re-orienting both primary and secondary 
health-care services beyond the more limited foci of the Millennium Development Goals. 
Alongside initiatives to strengthen public health programmes, the pursuit of universal 
health coverage hinges upon improving both access and quality worldwide, and thus 
requires adopting a more comprehensive view—and subsequent provision—of quality 
health care for all populations. 
Funding 
Bill & Melinda Gates Foundation. 
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The New England Journal of Medicine (31 May 2018, Vol. 378, No. 22) 
 
Radial-Artery or Saphenous-Vein Grafts in Coronary-Artery Bypass Surgery 
Mario Gaudino, Umberto Benedetto, Stephen Fremes, et al. for the RADIAL Investigators 
N Engl J Med 2018; 378:2069-2077 May 31, 2018 DOI: 10.1056/NEJMoa1716026 
https://www.nejm.org/doi/full/10.1056/NEJMoa1716026 
 
Abstract 
Background 
The use of radial-artery grafts for coronary-artery bypass grafting (CABG) may result in 
better postoperative outcomes than the use of saphenous-vein grafts. However, 
randomized, controlled trials comparing radial-artery grafts and saphenous-vein grafts 
have been individually underpowered to detect differences in clinical outcomes. We 
performed a patient-level combined analysis of randomized, controlled trials to compare 
radial-artery grafts and saphenous-vein grafts for CABG. 
Methods 
Six trials were identified. The primary outcome was a composite of death, myocardial 
infarction, or repeat revascularization. The secondary outcome was graft patency on 
follow-up angiography. Mixed-effects Cox regression models were used to estimate the 
treatment effect on the outcomes. 
Results 
A total of 1036 patients were included in the analysis (534 patients with radial-artery grafts 
and 502 patients with saphenous-vein grafts). After a mean (±SD) follow-up time of 60±30 
months, the incidence of adverse cardiac events was significantly lower in association with 
radial-artery grafts than with saphenous-vein grafts (hazard ratio, 0.67; 95% confidence 
interval [CI], 0.49 to 0.90; P=0.01). At follow-up angiography (mean follow-up, 50±30 
months), the use of radial-artery grafts was also associated with a significantly lower risk of 
occlusion (hazard ratio, 0.44; 95% CI, 0.28 to 0.70; P<0.001). As compared with the use of 
saphenous-vein grafts, the use of radial-artery grafts was associated with a nominally 
lower incidence of myocardial infarction (hazard ratio, 0.72; 95% CI, 0.53 to 0.99; P=0.04) 
and a lower incidence of repeat revascularization (hazard ratio, 0.50; 95% CI, 0.40 to 0.63; 
P<0.001) but not a lower incidence of death from any cause (hazard ratio, 0.90; 95% CI, 
0.59 to 1.41; P=0.68). 
Conclusions 
As compared with the use of saphenous-vein grafts, the use of radial-artery grafts for 
CABG resulted in a lower rate of adverse cardiac events and a higher rate of patency at 5 
years of follow-up. (Funded by Weill Cornell Medicine and others.) 

https://www.nejm.org/doi/full/10.1056/NEJMoa1716026
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Pembrolizumab plus Chemotherapy in Metastatic Non–Small-Cell Lung Cancer 
Leena Gandhi, Delvys Rodríguez-Abreu, Shirish Gadgeel, et al. for the KEYNOTE-189 
Investigators 
N Engl J Med 2018; 378:2078-2092. May 31, 2018. DOI: 10.1056/NEJMoa1801005 
https://www.nejm.org/doi/full/10.1056/NEJMoa1801005 
 
Abstract 
Background 
First-line therapy for advanced non–small-cell lung cancer (NSCLC) that lacks targetable 
mutations is platinum-based chemotherapy. Among patients with a tumor proportion score 
for programmed death ligand 1 (PD-L1) of 50% or greater, pembrolizumab has replaced 
cytotoxic chemotherapy as the first-line treatment of choice. The addition of 
pembrolizumab to chemotherapy resulted in significantly higher rates of response and 
longer progression-free survival than chemotherapy alone in a phase 2 trial. 
Methods 
In this double-blind, phase 3 trial, we randomly assigned (in a 2:1 ratio) 616 patients with 
metastatic nonsquamous NSCLC without sensitizing EGFR or ALK mutations who had 
received no previous treatment for metastatic disease to receive pemetrexed and a 
platinum-based drug plus either 200 mg of pembrolizumab or placebo every 3 weeks for 4 
cycles, followed by pembrolizumab or placebo for up to a total of 35 cycles plus 
pemetrexed maintenance therapy. Crossover to pembrolizumab monotherapy was 
permitted among the patients in the placebo-combination group who had verified disease 
progression. The primary end points were overall survival and progression-free survival, as 
assessed by blinded, independent central radiologic review. 
Results 
After a median follow-up of 10.5 months, the estimated rate of overall survival at 12 
months was 69.2% (95% confidence interval [CI], 64.1 to 73.8) in the pembrolizumab-
combination group versus 49.4% (95% CI, 42.1 to 56.2) in the placebo-combination group 
(hazard ratio for death, 0.49; 95% CI, 0.38 to 0.64; P<0.001). Improvement in overall 
survival was seen across all PD-L1 categories that were evaluated. Median progression-
free survival was 8.8 months (95% CI, 7.6 to 9.2) in the pembrolizumab-combination group 
and 4.9 months (95% CI, 4.7 to 5.5) in the placebo-combination group (hazard ratio for 
disease progression or death, 0.52; 95% CI, 0.43 to 0.64; P<0.001). Adverse events of 
grade 3 or higher occurred in 67.2% of the patients in the pembrolizumab-combination 
group and in 65.8% of those in the placebo-combination group. 
Conclusions 
In patients with previously untreated metastatic nonsquamous NSCLC without EGFR or 
ALK mutations, the addition of pembrolizumab to standard chemotherapy of pemetrexed 
and a platinum-based drug resulted in significantly longer overall survival and progression-
free survival than chemotherapy alone. (Funded by Merck; KEYNOTE-189 
ClinicalTrials.gov number, NCT02578680.) 
________________________________________________________________________ 

 

Nivolumab plus Ipilimumab in Lung Cancer with a High Tumor Mutational Burden 
Matthew D. Hellmann, Tudor-Eliade Ciuleanu, Adam Pluzanski, et al. 
N Engl J Med 2018; 378:2093-2104. May 31, 2018. DOI: 10.1056/NEJMoa1801946.  
https://www.nejm.org/doi/full/10.1056/NEJMoa1801946 
 

https://www.nejm.org/doi/full/10.1056/NEJMoa1801005
https://www.nejm.org/doi/full/10.1056/NEJMoa1801946
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Abstract 
Background 
Nivolumab plus ipilimumab showed promising efficacy for the treatment of non–small-cell 
lung cancer (NSCLC) in a phase 1 trial, and tumor mutational burden has emerged as a 
potential biomarker of benefit. In this part of an open-label, multipart, phase 3 trial, we 
examined progression-free survival with nivolumab plus ipilimumab versus chemotherapy 
among patients with a high tumor mutational burden (≥10 mutations per megabase). 
Methods 
We enrolled patients with stage IV or recurrent NSCLC that was not previously treated with 
chemotherapy. Those with a level of tumor programmed death ligand 1 (PD-L1) 
expression of at least 1% were randomly assigned, in a 1:1:1 ratio, to receive nivolumab 
plus ipilimumab, nivolumab monotherapy, or chemotherapy; those with a tumor PD-L1 
expression level of less than 1% were randomly assigned, in a 1:1:1 ratio, to receive 
nivolumab plus ipilimumab, nivolumab plus chemotherapy, or chemotherapy. Tumor 
mutational burden was determined by the FoundationOne CDx assay. 
Results 
Progression-free survival among patients with a high tumor mutational burden was 
significantly longer with nivolumab plus ipilimumab than with chemotherapy. The 1-year 
progression-free survival rate was 42.6% with nivolumab plus ipilimumab versus 13.2% 
with chemotherapy, and the median progression-free survival was 7.2 months (95% 
confidence interval [CI], 5.5 to 13.2) versus 5.5 months (95% CI, 4.4 to 5.8) (hazard ratio 
for disease progression or death, 0.58; 97.5% CI, 0.41 to 0.81; P<0.001). The objective 
response rate was 45.3% with nivolumab plus ipilimumab and 26.9% with chemotherapy. 
The benefit of nivolumab plus ipilimumab over chemotherapy was broadly consistent 
within subgroups, including patients with a PD-L1 expression level of at least 1% and 
those with a level of less than 1%. The rate of grade 3 or 4 treatment-related adverse 
events was 31.2% with nivolumab plus ipilimumab and 36.1% with chemotherapy. 
Conclusions 
Progression-free survival was significantly longer with first-line nivolumab plus ipilimumab 
than with chemotherapy among patients with NSCLC and a high tumor mutational burden, 
irrespective of PD-L1 expression level. The results validate the benefit of nivolumab plus 
ipilimumab in NSCLC and the role of tumor mutational burden as a biomarker for patient 
selection. (Funded by Bristol-Myers Squibb and Ono Pharmaceutical; CheckMate 227 
ClinicalTrials.gov number, NCT02477826.) 
________________________________________________________________________ 

 

A Randomized Trial of Early Endovenous Ablation in Venous Ulceration 
Manjit S. Gohel, Francine Heatley, Xinxue Liu, et al. for the EVRA Trial Investigators 
N Engl J Med 2018; 378:2105-2114. May 31, 2018. DOI: 10.1056/NEJMoa1801214 
https://www.nejm.org/doi/full/10.1056/NEJMoa1801214 
 
Abstract 
Background 
Venous disease is the most common cause of leg ulceration. Although compression 
therapy improves venous ulcer healing, it does not treat the underlying causes of venous 
hypertension. Treatment of superficial venous reflux has been shown to reduce the rate of 
ulcer recurrence, but the effect of early endovenous ablation of superficial venous reflux on 
ulcer healing remains unclear. 
Methods 
In a trial conducted at 20 centers in the United Kingdom, we randomly assigned 450 
patients with venous leg ulcers to receive compression therapy and undergo early 

https://www.nejm.org/doi/full/10.1056/NEJMoa1801214


 

 - 15 - 

endovenous ablation of superficial venous reflux within 2 weeks after randomization (early-
intervention group) or to receive compression therapy alone, with consideration of 
endovenous ablation deferred until after the ulcer was healed or until 6 months after 
randomization if the ulcer was unhealed (deferred-intervention group). The primary 
outcome was the time to ulcer healing. Secondary outcomes were the rate of ulcer healing 
at 24 weeks, the rate of ulcer recurrence, the length of time free from ulcers (ulcer-free 
time) during the first year after randomization, and patient-reported health-related quality of 
life. 
Results 
Patient and clinical characteristics at baseline were similar in the two treatment groups. 
The time to ulcer healing was shorter in the early-intervention group than in the deferred-
intervention group; more patients had healed ulcers with early intervention (hazard ratio for 
ulcer healing, 1.38; 95% confidence interval [CI], 1.13 to 1.68; P=0.001). The median time 
to ulcer healing was 56 days (95% CI, 49 to 66) in the early-intervention group and 82 
days (95% CI, 69 to 92) in the deferred-intervention group. The rate of ulcer healing at 24 
weeks was 85.6% in the early-intervention group and 76.3% in the deferred-intervention 
group. The median ulcer-free time during the first year after trial enrollment was 306 days 
(interquartile range, 240 to 328) in the early-intervention group and 278 days (interquartile 
range, 175 to 324) in the deferred-intervention group (P=0.002). The most common 
procedural complications of endovenous ablation were pain and deep-vein thrombosis. 
Conclusions 
Early endovenous ablation of superficial venous reflux resulted in faster healing of venous 
leg ulcers and more time free from ulcers than deferred endovenous ablation. (Funded by 
the National Institute for Health Research Health Technology Assessment Program; EVRA 
Current Controlled Trials number, ISRCTN02335796.) 
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Sources  
 

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

JAMA: The Journal of the American Medical 
Association  

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

The Lancet www.thelancet.com 

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

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

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

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

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

________________________________________________________________________ 

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

 

ClinicalKey is a clinical search engine that makes it easier for clinicians and other 
healthcare professionals to find and apply relevant knowledge to help them make better 
decisions – anywhere, anytime, in any patient scenario. 
 
Includes full-text journals, book chapters, images, graphs, monographs, videos and much 
more. Many available for download. 
 
Access it via our website: http://www.derbyhospitalslibrary.co.uk/e-resources 
________________________________________________________________________ 

 

KnowledgeShare 
 

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

 Critical Appraisal: An Introduction  

 Reflective Writing  

 Undertaking Randomised Controlled Trials (RCT) 

Research: study design basics and critical appraisal   

 EndNote Reference Management System 

 Establishing a Journal Club       

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

 

 
 
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 

http://www.derbyhospitalslibrary.co.uk/training
mailto:suzanne.toft@nhs.net
http://casereports.bmj.com/
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   Derby Teaching Hospitals NHS Foundation Trust 
 
Email:   dhft.libraryca@nhs.net 
 
Twitter:   Follow us on Twitter @DHFTLibrary 
 
Website:  www.derbyhospitalslibrary.co.uk/ 
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