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BMJ (10 March 2018, Vol. 360, No. 8144)  
 
Frequency and level of evidence used in recommendations by the National 
Comprehensive Cancer Network guidelines beyond approvals of the US Food and 
Drug Administration: Retrospective observational study 
Jeffrey Wagner, John Marquart, Julia Ruby, et al. 
BMJ 2018; 360 (Published 07 March 2018) 
http://www.bmj.com/content/360/bmj.k668 
 
Abstract 
Objective To determine the differences between recommendations by the National 
Comprehensive Cancer Network (NCNN) guidelines and Food and Drug Administration 
approvals of anticancer drugs, and the evidence cited by the NCCN to justify 
recommendations where differences exist. 
Design Retrospective observational study. 
Setting National Comprehensive Cancer Network and FDA. 
Participants 47 new molecular entities approved by the FDA between 2011 and 2015. 
Main outcome measures Comparison of all FDA approved indications (new and 
supplemental) with all NCCN recommendations as of 25 March 2016. When the NCCN 
made recommendations beyond the FDA’s approvals, the recommendation was classified 
and the cited evidence noted. 
Results 47 drugs initially approved by the FDA between 2011 and 2015 for adult 
hematologic or solid cancers were examined. These 47 drugs were authorized for 69 FDA 
approved indications, whereas the NCCN recommended these drugs for 113 indications, 
of which 69 (62%) overlapped with the 69 FDA approved indications and 44 (39%) were 
additional recommendations. The average number of recommendations beyond the FDA 
approved indications was 0.92. 23% (n=10) of the additional recommendations were 
based on evidence from randomized controlled trials, and 16% (n=7) were based on 
evidence from phase III studies. During 21 months of follow-up, the FDA granted approval 
to 14% (n=6) of the additional recommendations. 
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Conclusion The NCCN frequently recommends beyond the FDA approved indications 
even for newer, branded drugs. The strength of the evidence cited by the NCCN 
supporting such recommendations is weak. Our findings raise concern that the NCCN 
justifies the coverage of costly, toxic cancer drugs based on weak evidence. 
________________________________________________________________________ 

 
Fluoroquinolone use and risk of aortic aneurysm and dissection: Nationwide cohort 
study 
Björn Pasternak, Malin Inghammar, Henrik Svanström, et al. 
BMJ 2018; 360 (Published 08 March 2018) 
http://www.bmj.com/content/360/bmj.k678 
 
Abstract 
Objective To investigate whether oral fluoroquinolone use is associated with an increased 
risk of aortic aneurysm or dissection. 
Design Nationwide historical cohort study using linked register data on patient 
characteristics, filled prescriptions, and cases of aortic aneurysm or dissection. 
Setting Sweden, July 2006 to December 2013. 
Participants 360 088 treatment episodes of fluoroquinolone use (78%ciprofloxacin) and 
propensity score matched comparator episodes of amoxicillin use (n=360 088). 
Main outcome measures Cox regression was used to estimate hazard ratios for a first 
diagnosis of aortic aneurysm or dissection, defined as admission to hospital or emergency 
department for, or death due to, aortic aneurysm or dissection, within 60 days from start of 
treatment. 
Results Within the 60 day risk period, the rate of aortic aneurysm or dissection was 1.2 
cases per 1000 person years among fluoroquinolone users and 0.7 cases per 1000 person 
years among amoxicillin users. Fluoroquinolone use was associated with an increased risk 
of aortic aneurysm or dissection (hazard ratio 1.66 (95% confidence interval 1.12 to 2.46)), 
with an estimated absolute difference of 82 (95% confidence interval 15 to 181) cases of 
aortic aneurysm or dissection by 60 days per 1 million treatment episodes. In a secondary 
analysis, the hazard ratio for the association with fluoroquinolone use was 1.90 (1.22 to 
2.96) for aortic aneurysm and 0.93 (0.38 to 2.29) for aortic dissection. 
Conclusions In a propensity score matched cohort, fluoroquinolone use was associated 
with an increased risk of aortic aneurysm or dissection. This association appeared to be 
largely driven by aortic aneurysm. 
________________________________________________________________________ 

 
Plasma 25-hydroxyvitamin D concentration and subsequent risk of total and site 
specific cancers in Japanese population: Large case-cohort study within Japan 
Public Health Center-based Prospective Study cohort 
Sanjeev Budhathoki, Akihisa Hidaka, Taiki Yamaji, et al. for the Japan Public Health 
Center-based Prospective Study Group 
BMJ 2018; 360 (Published 07 March 2018) 
http://www.bmj.com/content/360/bmj.k671 
 
Abstract 
Objective To evaluate the association between pre-diagnostic circulating vitamin D 
concentration and the subsequent risk of overall and site specific cancer in a large cohort 
study. 

http://www.bmj.com/content/360/bmj.k678
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Design Nested case-cohort study within the Japan Public Health Center-based 
Prospective Study cohort. 
Setting Nine public health centre areas across Japan. 
Participants 3301 incident cases of cancer and 4044 randomly selected subcohort 
participants. 
Exposure Plasma concentration of 25-hydroxyvitamin D measured by enzyme 
immunoassay. Participants were divided into quarters based on the sex and season 
specific distribution of 25-hydroxyvitamin D among subcohorts. Weighted Cox proportional 
hazard models were used to calculate the multivariable adjusted hazard ratios for overall 
and site specific cancer across categories of 25-hydroxyvitamin D concentration, with the 
lowest quarter as the reference. 
Main outcome measure Incidence of overall or site specific cancer. 
Results Plasma 25-hydroxyvitamin D concentration was inversely associated with the risk 
of total cancer, with multivariable adjusted hazard ratios for the second to fourth quarters 
compared with the lowest quarter of 0.81 (95% confidence interval 0.70 to 0.94), 0.75 
(0.65 to 0.87), and 0.78 (0.67 to 0.91), respectively (P for trend=0.001). Among the 
findings for cancers at specific sites, an inverse association was found for liver cancer, 
with corresponding hazard ratios of 0.70 (0.44 to 1.13), 0.65 (0.40 to 1.06), and 0.45 (0.26 
to 0.79) (P for trend=0.006). A sensitivity analysis showed that alternately removing cases 
of cancer at one specific site from total cancer cases did not substantially change the 
overall hazard ratios. 
Conclusions In this large prospective study, higher vitamin D concentration was 
associated with lower risk of total cancer. These findings support the hypothesis that 
vitamin D has protective effects against cancers at many sites. 
________________________________________________________________________ 

 
Key design considerations for adaptive clinical trials: A primer for clinicians 
Kristian Thorlund, Jonas Haggstrom, Jay JH Park, Edward J Mills. 
BMJ 2018; 360 (Published 08 March 2018) 
http://www.bmj.com/content/360/bmj.k698 
 
Summary points 
 Adaptive trials enable continual modification to the trial design based on interim data. 

They can reduce use of resources and time or improve the likelihood of success of the 
trial 

 Common adaptive designs allow for interim sample size reassessment to ensure 
sufficient power, adaptation of the allocation ratio to ensure more patients receive the 
superior treatment, dropping of inferior treatments, addition of new treatment arms to 
save time and resources, population “enrichment” to narrow scope of the clinical trial, 
or transition directly from one trial phase to another 

 Planning adaptive trials is rooted in comprehensive simulations to understand the likely 
consequences and gains of all possible adaptations and the appropriateness of the 
incorporated decision rules. Simulations should be planned with clinical input and be 
transparent 

 Statistical analysis plans for adaptive trials should cover interim analyses to optimise 
efficiency and final analyses to draw final conclusions about the observed treatment 
differences 

Back to Contents 
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JAMA: Journal of the American Medical Association (13 March 2018, Vol. 319, No. 10) 
 
Effect of On-Demand vs Routine Nebulization of Acetylcysteine With Salbutamol on 
Ventilator-Free Days in Intensive Care Unit Patients Receiving Invasive Ventilation: 
A Randomized Clinical Trial 
David M. P. van Meenen, Sophia M. van der Hoeven, Jan M. Binnekade, et al  
JAMA.  2018; 319 (10): 993-1001. 
https://jamanetwork.com/journals/jama/article-abstract/2673505?redirect=true 
 
Abstract  
Importance It remains uncertain whether nebulization of mucolytics with bronchodilators 
should be applied for clinical indication or preventively in intensive care unit (ICU) patients 
receiving invasive ventilation. 
Objective To determine if a strategy that uses nebulization for clinical indication (on-
demand) is noninferior to one that uses preventive (routine) nebulization. 
Design, Setting, and Participants Randomized clinical trial enrolling adult patients 
expected to need invasive ventilation for more than 24 hours at 7 ICUs in the Netherlands. 
Interventions On-demand nebulization of acetylcysteine or salbutamol (based on strict 
clinical indications, n = 471) or routine nebulization of acetylcysteine with salbutamol (every 
6 hours until end of invasive ventilation, n = 473). 
Main Outcomes and Measures The primary outcome was the number of ventilator-free 
days at day 28, with a noninferiority margin for a difference between groups of −0.5 days. 
Secondary outcomes included length of stay, mortality rates, occurrence of pulmonary 
complications, and adverse events. 
Results Nine hundred twenty-two patients (34% women; median age, 66 (interquartile 
range [IQR], 54-75 years) were enrolled and completed follow-up. At 28 days, patients in 
the on-demand group had a median 21 (IQR, 0-26) ventilator-free days, and patients in the 
routine group had a median 20 (IQR, 0-26) ventilator-free days (1-sided 95% CI, −0.00003 
to ∞). There was no significant difference in length of stay or mortality, or in the proportion 
of patients developing pulmonary complications, between the 2 groups. Adverse events 
(13.8% vs 29.3%; difference, −15.5% [95% CI, −20.7% to −10.3%]; P < .001) were more 
frequent with routine nebulization and mainly related to tachyarrhythmia (12.5% vs 25.9%; 
difference, −13.4% [95% CI, −18.4% to −8.4%]; P < .001) and agitation (0.2% vs 4.3%; 
difference, −4.1% [95% CI, −5.9% to −2.2%]; P < .001). 
Conclusions and Relevance Among ICU patients receiving invasive ventilation who were 
expected to not be extubated within 24 hours, on-demand compared with routine 
nebulization of acetylcysteine with salbutamol did not result in an inferior number of 
ventilator-free days. On-demand nebulization may be a reasonable alternative to routine 
nebulization. 
________________________________________________________________________ 

 
Effect of a Pediatric Early Warning System on All-Cause Mortality in Hospitalized 
Pediatric Patients: The EPOCH Randomized Clinical Trial 
Christopher S. Parshuram, MBChB, Karen Dryden-Palmer, Catherine Farrell, et al for the 
Canadian Critical Care Trials Group and the EPOCH Investigators  
JAMA.  2018; 319 (10): 1002-1012.  
https://jamanetwork.com/journals/jama/article-abstract/2673504?redirect=true 
 
Abstract  
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Importance There is limited evidence that the use of severity of illness scores in pediatric 
patients can facilitate timely admission to the intensive care unit or improve patient 
outcomes. 
Objective To determine the effect of the Bedside Paediatric Early Warning System 
(BedsidePEWS) on all-cause hospital mortality and late admission to the intensive care 
unit (ICU), cardiac arrest, and ICU resource use. 
Design, Setting, and Participants  A multicenter cluster randomized trial of 21 hospitals 
located in 7 countries (Belgium, Canada, England, Ireland, Italy, New Zealand, and the 
Netherlands) that provided inpatient pediatric care for infants (gestational age ≥37 weeks) 
to teenagers (aged ≤18 years). Participating hospitals had continuous physician staffing 
and subspecialized pediatric services. Patient enrollment began on February 28, 2011, 
and ended on June 21, 2015. Follow-up ended on July 19, 2015. 
Interventions The BedsidePEWS intervention (10 hospitals) was compared with usual 
care (no severity of illness score; 11 hospitals). 
Main Outcomes and Measures The primary outcome was all-cause hospital mortality. 
The secondary outcome was a significant clinical deterioration event, which was defined 
as a composite outcome reflecting late ICU admission. Regression analyses accounted for 
hospital-level clustering and baseline rates. 
Results Among 144 539 patient discharges at 21 randomized hospitals, there were 
559 443 patient-days and 144 539 patients (100%) completed the trial. All-cause hospital 
mortality was 1.93 per 1000 patient discharges at hospitals with BedsidePEWS and 1.56 
per 1000 patient discharges at hospitals with usual care (adjusted between-group rate 
difference, 0.01 [95% CI, −0.80 to 0.81 per 1000 patient discharges]; adjusted odds ratio, 
1.01 [95% CI, 0.61 to 1.69]; P = .96). Significant clinical deterioration events occurred 
during 0.50 per 1000 patient-days at hospitals with BedsidePEWS vs 0.84 per 1000 
patient-days at hospitals with usual care (adjusted between-group rate difference, −0.34 
[95% CI, −0.73 to 0.05 per 1000 patient-days]; adjusted rate ratio, 0.77 [95% CI, 0.61 to 
0.97]; P = .03). 
Conclusions and Relevance Implementation of the Bedside Paediatric Early Warning 
System compared with usual care did not significantly decrease all-cause mortality among 
hospitalized pediatric patients. These findings do not support the use of this system to 
reduce mortality. 
________________________________________________________________________ 

 
Trends and Patterns of Geographic Variation in Mortality From Substance Use 
Disorders and Intentional Injuries Among US Counties, 1980-2014 
Laura Dwyer-Lindgren, Amelia Bertozzi-Villa, Rebecca W. Stubbs, et al  
JAMA.  2018; 319 (10): 1013-1023.  
https://jamanetwork.com/journals/jama/fullarticle/2674665 
 
Abstract  
Importance Substance use disorders, including alcohol use disorders and drug use 
disorders, and intentional injuries, including self-harm and interpersonal violence, are 
important causes of early death and disability in the United States. 
Objective To estimate age-standardized mortality rates by county from alcohol use 
disorders, drug use disorders, self-harm, and interpersonal violence in the United States. 
Design and Setting   Validated small-area estimation models were applied to deidentified 
death records from the National Center for Health Statistics (NCHS) and population counts 
from the US Census Bureau, NCHS, and the Human Mortality Database to estimate 
county-level mortality rates from 1980 to 2014 for alcohol use disorders, drug use 
disorders, self-harm, and interpersonal violence. 

https://jamanetwork.com/journals/jama/fullarticle/2674665


 

 - 7 - 

Exposures County of residence. 
Main Outcomes and Measures Age-standardized mortality rates by US county 
(N = 3110), year, sex, and cause. 
Result   Between 1980 and 2014, there were 2 848 768 deaths due to substance use 
disorders and intentional injuries recorded in the United States. Mortality rates from alcohol 
use disorders (n = 256 432), drug use disorders (n = 542 501), self-harm (n = 1 289 086), 
and interpersonal violence (n = 760 749) varied widely among counties. Mortality rates 
decreased for alcohol use disorders, self-harm, and interpersonal violence at the national 
level between 1980 and 2014; however, over the same period, the percentage of counties 
in which mortality rates increased for these causes was 65.4% for alcohol use disorders, 
74.6% for self-harm, and 6.6% for interpersonal violence. Mortality rates from drug use 
disorders increased nationally and in every county between 1980 and 2014, but the 
relative increase varied from 8.2% to 8369.7%. Relative and absolute geographic 
inequalities in mortality, as measured by comparing the 90th and 10th percentile among 
counties, decreased for alcohol use disorders and interpersonal violence but increased 
substantially for drug use disorders and self-harm between 1980 and 2014. 
Conclusions and Relevance Mortality due to alcohol use disorders, drug use disorders, 
self-harm, and interpersonal violence varied widely among US counties, both in terms of 
levels of mortality and trends. These estimates may be useful to inform efforts to target 
prevention, diagnosis, and treatment to improve health and reduce inequalities. 

Back to Contents 
________________________________________________________________________ 

 

The Lancet (10 March 2018, Vol. 391, No. 10124) 
 
Mortality after coronary artery bypass grafting versus percutaneous coronary 
intervention with stenting for coronary artery disease: A pooled analysis of 
individual patient data 
Stuart J Head, Milan Milojevic, Joost Daemen, et al. 
The Lancet: Volume 391, No. 10124, p939–948, 10 March 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30423-9/fulltext 
 
Summary 
Background 
Numerous randomised trials have compared coronary artery bypass grafting (CABG) with 
percutaneous coronary intervention (PCI) for patients with coronary artery disease. 
However, no studies have been powered to detect a difference in mortality between the 
revascularisation strategies. 
Methods 
We did a systematic review up to July 19, 2017, to identify randomised clinical trials 
comparing CABG with PCI using stents. Eligible studies included patients with multivessel 
or left main coronary artery disease who did not present with acute myocardial infarction, 
did PCI with stents (bare-metal or drug-eluting), and had more than 1 year of follow-up for 
all-cause mortality. In a collaborative, pooled analysis of individual patient data from the 
identified trials, we estimated all-cause mortality up to 5 years using Kaplan-Meier 
analyses and compared PCI with CABG using a random-effects Cox proportional-hazards 
model stratified by trial. Consistency of treatment effect was explored in subgroup 
analyses, with subgroups defined according to baseline clinical and anatomical 
characteristics. 
Findings 

http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30423-9/fulltext


 

 - 8 - 

We included 11 randomised trials involving 11 518 patients selected by heart teams who 
were assigned to PCI (n=5753) or to CABG (n=5765). 976 patients died over a mean 
follow-up of 3·8 years (SD 1·4). Mean Synergy between PCI with Taxus and Cardiac 
Surgery (SYNTAX) score was 26·0 (SD 9·5), with 1798 (22·1%) of 8138 patients having a 
SYNTAX score of 33 or higher. 5 year all-cause mortality was 11·2% after PCI and 9·2% 
after CABG (hazard ratio [HR] 1·20, 95% CI 1·06–1·37; p=0·0038). 5 year all-cause 
mortality was significantly different between the interventions in patients with multivessel 
disease (11·5% after PCI vs 8·9% after CABG; HR 1·28, 95% CI 1·09–1·49; p=0·0019), 
including in those with diabetes (15·5% vs 10·0%; 1·48, 1·19–1·84; p=0·0004), but not in 
those without diabetes (8·7% vs 8·0%; 1·08, 0·86–1·36; p=0·49). SYNTAX score had a 
significant effect on the difference between the interventions in multivessel disease. 5 year 
all-cause mortality was similar between the interventions in patients with left main disease 
(10·7% after PCI vs 10·5% after CABG; 1·07, 0·87–1·33; p=0·52), regardless of diabetes 
status and SYNTAX score. 
Interpretation 
CABG had a mortality benefit over PCI in patients with multivessel disease, particularly 
those with diabetes and higher coronary complexity. No benefit for CABG over PCI was 
seen in patients with left main disease. Longer follow-up is needed to better define 
mortality differences between the revascularisation strategies. 
________________________________________________________________________ 

 
Efficacy of self-monitored blood pressure, with or without telemonitoring, for 
titration of antihypertensive medication (TASMINH4): An unmasked randomised 
controlled trial 
Richard J McManus, Jonathan Mant, Marloes Franssen, et al. 
The Lancet: Volume 391, No. 10124, p949–959, 10 March 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30309-X/fulltext 
 
Summary 
Background 
Studies evaluating titration of antihypertensive medication using self-monitoring give 
contradictory findings and the precise place of telemonitoring over self-monitoring alone is 
unclear. The TASMINH4 trial aimed to assess the efficacy of self-monitored blood 
pressure, with or without telemonitoring, for antihypertensive titration in primary care, 
compared with usual care. 
Methods 
This study was a parallel randomised controlled trial done in 142 general practices in the 
UK, and included hypertensive patients older than 35 years, with blood pressure higher 
than 140/90 mm Hg, who were willing to self-monitor their blood pressure. Patients were 
randomly assigned (1:1:1) to self-monitoring blood pressure (self-montoring group), to self-
monitoring blood pressure with telemonitoring (telemonitoring group), or to usual care 
(clinic blood pressure; usual care group). Randomisation was by a secure web-based 
system. Neither participants nor investigators were masked to group assignment. The 
primary outcome was clinic measured systolic blood pressure at 12 months from 
randomisation. Primary analysis was of available cases. The trial is registered with 
ISRCTN, number ISRCTN 83571366. 
Findings 
1182 participants were randomly assigned to the self-monitoring group (n=395), the 
telemonitoring group (n=393), or the usual care group (n=394), of whom 1003 (85%) were 
included in the primary analysis. After 12 months, systolic blood pressure was lower in 
both intervention groups compared with usual care (self-monitoring, 137·0 [SD 16·7] mm 

http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30309-X/fulltext
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Hg and telemonitoring, 136·0 [16·1] mm Hg vs usual care, 140·4 [16·5]; adjusted mean 
differences vs usual care: self-monitoring alone, −3·5 mm Hg [95% CI −5·8 to −1·2]; 
telemonitoring, −4·7 mm Hg [–7·0 to −2·4]). No difference between the self-monitoring and 
telemonitoring groups was recorded (adjusted mean difference −1·2 mm Hg [95% CI −3·5 
to 1·2]). Results were similar in sensitivity analyses including multiple imputation. Adverse 
events were similar between all three groups. 
Interpretation 
Self-monitoring, with or without telemonitoring, when used by general practitioners to 
titrate antihypertensive medication in individuals with poorly controlled blood pressure, 
leads to significantly lower blood pressure than titration guided by clinic readings. With 
most general practitioners and many patients using self-monitoring, it could become the 
cornerstone of hypertension management in primary care. 
________________________________________________________________________ 

 
Outcome and undertreatment of mitral regurgitation: A community cohort study 
Volha Dziadzko, Marie-Annick Clavel, Mikhail Dziadzko, et al. 
The Lancet: Volume 391, No. 10124, p960–969, 10 March 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30473-2/fulltext 
 
Summary 
Background 
Mitral regurgitation is the most common valve disease worldwide but whether the 
community-wide prevalence, poor patient outcomes, and low rates of surgical treatment 
justify costly development of new therapeutic interventions remains uncertain. Therefore, 
we did an observational cohort study to assess the clinical characteristics, outcomes, and 
degree of undertreatment of mitral regurgitation in a community setting. 
Methods 
We used data from Mayo Clinic electronic health records and the Rochester Epidemiology 
Project to identify all cases of moderate or severe isolated single-valvular mitral 
regurgitation (with no other severe left-sided valvular disease or previous mitral surgery) 
diagnosed during a 10-year period in the community setting in Olmsted County (MN, 
USA). We assessed clinical characteristics, mortality, heart failure incidence, and results of 
cardiac surgery post-diagnosis. 
Findings 
Between Jan 1, 2000, and Dec 31, 2010, 1294 community residents (median age at 
diagnosis 77 years [IQR 66–84]) were diagnosed with moderate or severe mitral 
regurgitation by Doppler echocardiography (prevalence 0·46% [95% CI 0·42–0·49] overall; 
0·59% [0·54–0·64] in adults). Left-ventricular ejection fraction below 50% was frequent 
(recorded in 538 [42%] patients), and these patients had a slightly lower regurgitant 
volume than those with an ejection fraction of 50% or higher (mean 39 mL [SD 16] vs 45 
mL [21], p<0·0001). Post-diagnosis mortality was mainly cardiovascular in nature (in 420 
[51%] of 824 patients for whom the cause of death was available) and higher than 
expected for residents of the county for age or sex (risk ratio [RR] 2·23 [95% CI 2·06–
2·41], p<0·0001). This excess mortality affected all subsets of patients, whether they had a 
left-ventricular ejection fraction lower than 50% (RR 3·17 [95% CI 2·84–3·53], p<0·0001) 
or of 50% or higher (1·71 [1·53 −1·91], p<0·0001) and with primary mitral regurgitation 
(RR 1·73 [95% CI 1·53–1·96], p<0·0001) or secondary mitral regurgitation (2·72 [2·48–
3·01], p<0·0001). Even patients with a low comorbidity burden combined with favourable 
characteristics such as left-ventricular ejection fraction of 50% or higher (RR 1·28 [95% CI 
1·10–1·50], p<0·0017) or primary mitral regurgitation (1·29 [1·09–1·52], p=0·0030) 
incurred excess mortality. Heart failure was frequent (mean 64% [SE 1] at 5 years 

http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30473-2/fulltext
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postdiagnosis), even in patients with left-ventricular ejection fraction of 50% or higher (49% 
[2] at 5 years postdiagnosis) or in those with primary mitral regurgitation (48% [2]). Mitral 
surgery was ultimately done in only 198 (15%) of 1294 patients, of which the predominant 
type of surgery was valve repair (in 149 [75%] patients). Mitral surgery was done in 28 
(5%) of 538 patients with left-ventricular ejection fraction below 50% and in 170 (22%) of 
756 patients with ejection fraction of 50% or higher, and in 34 (5%) of 723 with secondary 
mitral regurgitation versus 164 (29%) of 571 with primary regurgitation. All other types of 
cardiac surgery combined were performed in only 3% more patients (237 [18%] patients) 
than the number who underwent mitral surgery. 
Interpretation 
In the community, isolated mitral regurgitation is common and is associated with excess 
mortality and frequent heart failure postdiagnosis in all patient subsets, even in those with 
normal left-ventricular ejection fraction and low comorbidity. Despite these poor outcomes, 
only a minority of affected patients undergo mitral (or any type of cardiac) surgery even in 
a community with all means of diagnosis and treatment readily available and accessible. 
This suggests that in a wider population there might be a substantial unmet need for 
treatment for this disorder. 

Back to Contents 
________________________________________________________________________ 

 
The New England Journal of Medicine (8 March 2018, Vol. 378, No. 10) 
 
Quintupling Inhaled Glucocorticoids to Prevent Childhood Asthma Exacerbations 
Daniel J. Jackson, Leonard B. Bacharier, David T. Mauger, et al. for the National Heart, 
Lung, and Blood Institute AsthmaNet 
N Engl J Med 2018; 378:891-901 March 8, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1710988 
 
Abstract 
Background 
Asthma exacerbations occur frequently despite the regular use of asthma-controller 
therapies, such as inhaled glucocorticoids. Clinicians commonly increase the doses of 
inhaled glucocorticoids at early signs of loss of asthma control. However, data on the 
safety and efficacy of this strategy in children are limited. 
Methods 
We studied 254 children, 5 to 11 years of age, who had mild-to-moderate persistent 
asthma and had had at least one asthma exacerbation treated with systemic 
glucocorticoids in the previous year. Children were treated for 48 weeks with maintenance 
low-dose inhaled glucocorticoids (fluticasone propionate at a dose of 44 μg per inhalation, 
two inhalations twice daily) and were randomly assigned to either continue the same dose 
(low-dose group) or use a quintupled dose (high-dose group; fluticasone at a dose of 220 
μg per inhalation, two inhalations twice daily) for 7 days at the early signs of loss of asthma 
control (“yellow zone”). Treatment was provided in a double-blind fashion. The primary 
outcome was the rate of severe asthma exacerbations treated with systemic 
glucocorticoids. 
Results 
The rate of severe asthma exacerbations treated with systemic glucocorticoids did not 
differ significantly between groups (0.48 exacerbations per year in the high-dose group 
and 0.37 exacerbations per year in the low-dose group; relative rate, 1.3; 95% confidence 
interval, 0.8 to 2.1; P=0.30). The time to the first exacerbation, the rate of treatment failure, 
symptom scores, and albuterol use during yellow-zone episodes did not differ significantly 

http://www.nejm.org/doi/full/10.1056/NEJMoa1710988
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between groups. The total glucocorticoid exposure was 16% higher in the high-dose group 
than in the low-dose group. The difference in linear growth between the high-dose group 
and the low-dose group was −0.23 cm per year (P=0.06). 
Conclusions 
In children with mild-to-moderate persistent asthma treated with daily inhaled 
glucocorticoids, quintupling the dose at the early signs of loss of asthma control did not 
reduce the rate of severe asthma exacerbations or improve other asthma outcomes and 
may be associated with diminished linear growth.  
________________________________________________________________________ 

 
Quadrupling Inhaled Glucocorticoid Dose to Abort Asthma Exacerbations 
Tricia McKeever, Kevin Mortimer, Andrew Wilson, et al. 
N Engl J Med 2018; 378: 902-910 March 8, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1714257 
 
Abstract 
Background 
Asthma exacerbations are frightening for patients and are occasionally fatal. We tested the 
concept that a plan for patients to manage their asthma (self-management plan), which 
included a temporary quadrupling of the dose of inhaled glucocorticoids when asthma 
control started to deteriorate, would reduce the incidence of severe asthma exacerbations 
among adults and adolescents with asthma. 
Methods 
We conducted a pragmatic, unblinded, randomized trial involving adults and adolescents 
with asthma who were receiving inhaled glucocorticoids, with or without add-on therapy, 
and who had had at least one exacerbation in the previous 12 months. We compared a 
self-management plan that included an increase in the dose of inhaled glucocorticoids by a 
factor of 4 (quadrupling group) with the same plan without such an increase (non-
quadrupling group), over a period of 12 months. The primary outcome was the time to a 
first severe asthma exacerbation, defined as treatment with systemic glucocorticoids or an 
unscheduled health care consultation for asthma. 
Results 
A total of 1922 participants underwent randomization, of whom 1871 were included in the 
primary analysis. The number of participants who had a severe asthma exacerbation in the 
year after randomization was 420 (45%) in the quadrupling group as compared with 484 
(52%) in the non-quadrupling group, with an adjusted hazard ratio for the time to a first 
severe exacerbation of 0.81 (95% confidence interval, 0.71 to 0.92; P=0.002). The rate of 
adverse effects, which were related primarily to local effects of inhaled glucocorticoids, 
was higher in the quadrupling group than in the non-quadrupling group. 
Conclusions 
In this trial involving adults and adolescents with asthma, a personalized self-management 
plan that included a temporary quadrupling of the dose of inhaled glucocorticoids when 
asthma control started to deteriorate resulted in fewer severe asthma exacerbations than a 
plan in which the dose was not increased. 
________________________________________________________________________ 

 
Tenofovir versus Placebo to Prevent Perinatal Transmission of Hepatitis B 
Gonzague Jourdain, Nicole Ngo-Giang-Huong, Linda Harrison, et al. 
N Engl J Med 2018; 378:911-923 March 8, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1708131 

http://www.nejm.org/doi/full/10.1056/NEJMoa1714257
http://www.nejm.org/doi/full/10.1056/NEJMoa1708131
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Abstract 
Background 
Pregnant women with an elevated viral load of hepatitis B virus (HBV) have a risk of 
transmitting infection to their infants, despite the infants’ receiving hepatitis B immune 
globulin. 
Methods 
In this multicenter, double-blind clinical trial performed in Thailand, we randomly assigned 
hepatitis B e antigen (HBeAg)–positive pregnant women with an alanine aminotransferase 
level of 60 IU or less per liter to receive tenofovir disoproxil fumarate (TDF) or placebo 
from 28 weeks of gestation to 2 months post partum. Infants received hepatitis B immune 
globulin at birth and hepatitis B vaccine at birth and at 1, 2, 4, and 6 months. The primary 
end point was a hepatitis B surface antigen (HBsAg)–positive status in the infant, 
confirmed by the HBV DNA level at 6 months of age. We calculated that a sample of 328 
women would provide the trial with 90% power to detect a difference of at least 9 
percentage points in the transmission rate (expected rate, 3% in the TDF group vs. 12% in 
the placebo group). 
Results 
From January 2013 to August 2015, we enrolled 331 women; 168 women were randomly 
assigned to the TDF group and 163 to the placebo group. At enrollment, the median 
gestational age was 28.3 weeks, and the median HBV DNA level was 8.0 log10 IU per 
milliliter. Among 322 deliveries (97% of the participants), there were 319 singleton births, 
two twin pairs, and one stillborn infant. The median time from birth to administration of 
hepatitis B immune globulin was 1.3 hours, and the median time from birth to 
administration of hepatitis B vaccine was 1.2 hours. In the primary analysis, none of the 
147 infants (0%; 95% confidence interval [CI], 0 to 2) in the TDF group were infected, as 
compared with 3 of 147 (2%; 95% CI, 0 to 6) in the placebo group (P=0.12). The rate of 
adverse events did not differ significantly between groups. The incidence of a maternal 
alanine aminotransferase level of more than 300 IU per liter after discontinuation of the 
trial regimen was 6% in the TDF group and 3% in the placebo group (P=0.29). 
Conclusions 
In a setting in which the rate of mother-to-child HBV transmission was low with the 
administration of hepatitis B immune globulin and hepatitis B vaccine in infants born to 
HBeAg-positive mothers, the additional maternal use of TDF did not result in a significantly 
lower rate of transmission.  
________________________________________________________________________ 

 
Brief Report 
Gain-of-Function Mutation in EPO in Familial Erythrocytosis 
Jakub Zmajkovic, Pontus Lundberg, Ronny Nienhold, et al. 
N Engl J Med 2018; 378: 924-930 March 8, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1709064 
 
Abstract 
Familial erythrocytosis with elevated erythropoietin levels is frequently caused by 
mutations in genes that regulate oxygen-dependent transcription of the gene encoding 
erythropoietin (EPO). We identified a mutation in EPO that cosegregated with disease with 
a logarithm of the odds (LOD) score of 3.3 in a family with autosomal dominant 
erythrocytosis. This mutation, a single-nucleotide deletion (c.32delG), introduces a 
frameshift in exon 2 that interrupts translation of the main EPO messenger RNA (mRNA) 

http://www.nejm.org/doi/full/10.1056/NEJMoa1709064
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transcript but initiates excess production of erythropoietin from what is normally a 
noncoding EPO mRNA transcribed from an alternative promoter located in intron 1. 
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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
/ 
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Library News 
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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 
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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  

 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       
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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. 
________________________________________________________________________ 
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