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JAMA: Journal of the American Medical Association (19 December 2017, Vol. 318, 
No. 23) 
 
Effect of Tumor-Treating Fields Plus Maintenance Temozolomide vs Maintenance 
Temozolomide Alone on Survival in Patients With Glioblastoma: A Randomized 
Clinical Trial 
Roger Stupp, Sophie Taillibert, Andrew Kanner, et al  
JAMA. 2017; 318 (23): 2306-2316.  
https://jamanetwork.com/journals/jama/article-abstract/2666504?redirect=true 
 
Abstract 
Importance Tumor-treating fields (TTFields) is an antimitotic treatment modality that 
interferes with glioblastoma cell division and organelle assembly by delivering low-intensity 
alternating electric fields to the tumor. 
Objective To investigate whether TTFields improves progression-free and overall survival 
of patients with glioblastoma, a fatal disease that commonly recurs at the initial tumor site 
or in the central nervous system. 
Design, Setting, and Participants In this randomized, open-label trial, 695 patients with 
glioblastoma whose tumor was resected or biopsied and had completed concomitant 
radiochemotherapy (median time from diagnosis to randomization, 3.8 months) were 
enrolled at 83 centers (July 2009-2014) and followed up through December 2016. A 
preliminary report from this trial was published in 2015; this report describes the final 
analysis. 
Interventions Patients were randomized 2:1 to TTFields plus maintenance temozolomide 
chemotherapy (n = 466) or temozolomide alone (n = 229). The TTFields, consisting of low-
intensity, 200 kHz frequency, alternating electric fields, was delivered (≥ 18 hours/d) via 4 
transducer arrays on the shaved scalp and connected to a portable device. Temozolomide 
was administered to both groups (150-200 mg/m2) for 5 days per 28-day cycle (6-12 
cycles). 
Main Outcomes and Measures Progression-free survival (tested at α = .046). The 
secondary end point was overall survival (tested hierarchically at α = .048). Analyses were 
performed for the intent-to-treat population. Adverse events were compared by group. 
Results Of the 695 randomized patients (median age, 56 years; IQR, 48-63; 473 men 
[68%]), 637 (92%) completed the trial. Median progression-free survival from 
randomization was 6.7 months in the TTFields-temozolomide group and 4.0 months in the 
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temozolomide-alone group (HR, 0.63; 95% CI, 0.52-0.76; P < .001). Median overall 
survival was 20.9 months in the TTFields-temozolomide group vs 16.0 months in the 
temozolomide-alone group (HR, 0.63; 95% CI, 0.53-0.76; P < .001). Systemic adverse 
event frequency was 48% in the TTFields-temozolomide group and 44% in the 
temozolomide-alone group. Mild to moderate skin toxicity underneath the transducer 
arrays occurred in 52% of patients who received TTFields-temozolomide vs no patients 
who received temozolomide alone. 
Conclusions and Relevance In the final analysis of this randomized clinical trial of 
patients with glioblastoma who had received standard radiochemotherapy, the addition of 
TTFields to maintenance temozolomide chemotherapy vs maintenance temozolomide 
alone, resulted in statistically significant improvement in progression-free survival and 
overall survival. These results are consistent with the previous interim analysis. 
________________________________________________________________________ 

 
Effect of Cervical Pessary on Spontaneous Preterm Birth in Women With Singleton 
Pregnancies and Short Cervical Length: A Randomized Clinical Trial 
Gabriele Saccone, Giuseppe Maria Maruotti, Antonia Giudicepietro, et al  
JAMA. 2017; 318 (23): 2317-2324.  
https://jamanetwork.com/journals/jama/article-abstract/2666505?redirect=true 
 
Abstract 
Importance Spontaneous preterm birth is a major cause of perinatal morbidity and 
mortality. It is unclear if a cervical pessary can reduce the risk of spontaneous preterm 
delivery. 
Objective To test whether in asymptomatic women with singleton pregnancies and no 
prior spontaneous preterm birth but with short cervical length on transvaginal ultrasound, 
use of a cervical pessary would reduce the rate of spontaneous preterm birth at less than 
34 weeks of gestation. 
Design, Setting, and Participants Parallel-group, nonblinded, randomized clinical trial 
conducted from March 1, 2016, to May 25, 2017, at a single center in Italy. Asymptomatic 
women with singleton gestations, no previous spontaneous preterm births, and cervical 
lengths of 25 mm or less at 18 weeks 0 days to 23 weeks 6 days of gestation were eligible. 
Interventions Patients were randomized 1:1 to receive either cervical pessary (n = 150) or 
no pessary (n = 150). The pessary was removed between 37 weeks 0 days and 37 weeks 
6 days of gestation or earlier if clinically indicated. The control group received standard 
care. For cervical length of 20 mm or shorter, women in both groups were prescribed 
vaginal progesterone, 200 mg/d, until 36 weeks 6 days of gestation. No bed rest or activity 
restriction was recommended. 
Main Outcomes and Measures The primary end point was spontaneous preterm birth at 
less than 34 weeks of gestation. Secondary outcomes were adverse events. 
Results Among 300 women who were randomized (mean age, 29 [SD, 6.3] years; mean 
gestational age, 22 [SD, 1.3] weeks), 100% completed the trial. The primary end point 
occurred in 11 women (7.3%) in the pessary group and 23 women (15.3%) in the control 
group (between-group difference, −8.0% [95% CI, −15.7% to −0.4]; relative risk, 0.48 [95% 
CI, 0.24-0.95]). During follow-up, the pessary group had a higher rate of increased or new 
vaginal discharge (86.7% vs 46.0%; between-group difference, +40.7% [95% CI, +30.1%-
+50.3%]; relative risk, 1.88 [95% CI, 1.57-2.27]). 
Conclusions and Relevance Among women without prior spontaneous preterm birth who 
had asymptomatic singleton pregnancies and short transvaginal cervical length, use of a 
cervical pessary, compared with no pessary use, resulted in a lower rate of spontaneous 
preterm birth at less than 34 weeks of gestation. The results of this single-center, 
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nonblinded study among selected pregnant women require confirmation in multicenter 
clinical trials. 
________________________________________________________________________ 

 
Association of Broad- vs Narrow-Spectrum Antibiotics With Treatment Failure, 
Adverse Events, and Quality of Life in Children With Acute Respiratory Tract 
Infections 
Jeffrey S. Gerber, Rachael K. Ross, Matthew Bryan, et al. 
JAMA. 2017; 318 (23): 2325-2336.  
https://jamanetwork.com/journals/jama/article-abstract/2666503?redirect=true 
 
Abstract 
Importance Acute respiratory tract infections account for the majority of antibiotic 
exposure in children, and broad-spectrum antibiotic prescribing for acute respiratory tract 
infections is increasing. It is not clear whether broad-spectrum treatment is associated with 
improved outcomes compared with narrow-spectrum treatment. 
Objective To compare the effectiveness of broad-spectrum and narrow-spectrum 
antibiotic treatment for acute respiratory tract infections in children. 
Design, Setting, and Participants A retrospective cohort study assessing clinical 
outcomes and a prospective cohort study assessing patient-centered outcomes of children 
between the ages of 6 months and 12 years diagnosed with an acute respiratory tract 
infection and prescribed an oral antibiotic between January 2015 and April 2016 in a 
network of 31 pediatric primary care practices in Pennsylvania and New Jersey. Stratified 
and propensity score–matched analyses to account for confounding by clinician and by 
patient-level characteristics, respectively, were implemented for both cohorts. 
Exposures Broad-spectrum antibiotics vs narrow-spectrum antibiotics. 
Main Outcomes and Measures In the retrospective cohort, the primary outcomes were 
treatment failure and adverse events 14 days after diagnosis. In the prospective cohort, 
the primary outcomes were quality of life, other patient-centered outcomes, and patient-
reported adverse events. 
Results Of 30 159 children in the retrospective cohort (19 179 with acute otitis media; 
6746, group A streptococcal pharyngitis; and 4234, acute sinusitis), 4307 (14%) were 
prescribed broad-spectrum antibiotics including amoxicillin-clavulanate, cephalosporins, 
and macrolides. Broad-spectrum treatment was not associated with a lower rate of 
treatment failure (3.4% for broad-spectrum antibiotics vs 3.1% for narrow-spectrum 
antibiotics; risk difference for full matched analysis, 0.3% [95% CI, −0.4% to 0.9%]). Of 
2472 children enrolled in the prospective cohort (1100 with acute otitis media; 705, group 
A streptococcal pharyngitis; and 667, acute sinusitis), 868 (35%) were prescribed broad-
spectrum antibiotics. Broad-spectrum antibiotics were associated with a slightly worse 
child quality of life (score of 90.2 for broad-spectrum antibiotics vs 91.5 for narrow-
spectrum antibiotics; score difference for full matched analysis, −1.4% [95% CI, −2.4% to 
−0.4%]) but not with other patient-centered outcomes. Broad-spectrum treatment was 
associated with a higher risk of adverse events documented by the clinician (3.7% for 
broad-spectrum antibiotics vs 2.7% for narrow-spectrum antibiotics; risk difference for full 
matched analysis, 1.1% [95% CI, 0.4% to 1.8%]) and reported by the patient (35.6% for 
broad-spectrum antibiotics vs 25.1% for narrow-spectrum antibiotics; risk difference for full 
matched analysis, 12.2% [95% CI, 7.3% to 17.2%]). 
Conclusions and Relevance Among children with acute respiratory tract infections, 
broad-spectrum antibiotics were not associated with better clinical or patient-centered 
outcomes compared with narrow-spectrum antibiotics, and were associated with higher 
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rates of adverse events. These data support the use of narrow-spectrum antibiotics for 
most children with acute respiratory tract infections. 

Back to Contents 
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The Lancet (16 December 2017, Vol. 390, No. 10113) 
 
Worldwide trends in body-mass index, underweight, overweight, and obesity from 
1975 to 2016: A pooled analysis of 2416 population-based measurement studies in 
128·9 million children, adolescents, and adults 
NCD Risk Factor Collaboration (NCD-RisC) 
The Lancet: Volume 390, No. 10113, p2627–2642, 16 December 2017 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32129-3/fulltext 
 
Summary 
Background 
Underweight, overweight, and obesity in childhood and adolescence are associated with 
adverse health consequences throughout the life-course. Our aim was to estimate 
worldwide trends in mean body-mass index (BMI) and a comprehensive set of BMI 
categories that cover underweight to obesity in children and adolescents, and to compare 
trends with those of adults. 
Methods 
We pooled 2416 population-based studies with measurements of height and weight on 
128·9 million participants aged 5 years and older, including 31·5 million aged 5–19 years. 
We used a Bayesian hierarchical model to estimate trends from 1975 to 2016 in 200 
countries for mean BMI and for prevalence of BMI in the following categories for children 
and adolescents aged 5–19 years: more than 2 SD below the median of the WHO growth 
reference for children and adolescents (referred to as moderate and severe underweight 
hereafter), 2 SD to more than 1 SD below the median (mild underweight), 1 SD below the 
median to 1 SD above the median (healthy weight), more than 1 SD to 2 SD above the 
median (overweight but not obese), and more than 2 SD above the median (obesity). 
Findings 
Regional change in age-standardised mean BMI in girls from 1975 to 2016 ranged from 
virtually no change (−0·01 kg/m2 per decade; 95% credible interval −0·42 to 0·39, 
posterior probability [PP] of the observed decrease being a true decrease=0·5098) in 
eastern Europe to an increase of 1·00 kg/m2 per decade (0·69–1·35, PP>0·9999) in 
central Latin America and an increase of 0·95 kg/m2 per decade (0·64–1·25, PP>0·9999) 
in Polynesia and Micronesia. The range for boys was from a non-significant increase of 
0·09 kg/m2 per decade (−0·33 to 0·49, PP=0·6926) in eastern Europe to an increase of 
0·77 kg/m2 per decade (0·50–1·06, PP>0·9999) in Polynesia and Micronesia. Trends in 
mean BMI have recently flattened in northwestern Europe and the high-income English-
speaking and Asia-Pacific regions for both sexes, southwestern Europe for boys, and 
central and Andean Latin America for girls. By contrast, the rise in BMI has accelerated in 
east and south Asia for both sexes, and southeast Asia for boys. Global age-standardised 
prevalence of obesity increased from 0·7% (0·4–1·2) in 1975 to 5·6% (4·8–6·5) in 2016 in 
girls, and from 0·9% (0·5–1·3) in 1975 to 7·8% (6·7–9·1) in 2016 in boys; the prevalence 
of moderate and severe underweight decreased from 9·2% (6·0–12·9) in 1975 to 8·4% 
(6·8–10·1) in 2016 in girls and from 14·8% (10·4–19·5) in 1975 to 12·4% (10·3–14·5) in 
2016 in boys. Prevalence of moderate and severe underweight was highest in India, at 
22·7% (16·7–29·6) among girls and 30·7% (23·5–38·0) among boys. Prevalence of 
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obesity was more than 30% in girls in Nauru, the Cook Islands, and Palau; and boys in the 
Cook Islands, Nauru, Palau, Niue, and American Samoa in 2016. Prevalence of obesity 
was about 20% or more in several countries in Polynesia and Micronesia, the Middle East 
and north Africa, the Caribbean, and the USA. In 2016, 75 (44–117) million girls and 117 
(70–178) million boys worldwide were moderately or severely underweight. In the same 
year, 50 (24–89) million girls and 74 (39–125) million boys worldwide were obese. 
Interpretation 
The rising trends in children's and adolescents' BMI have plateaued in many high-income 
countries, albeit at high levels, but have accelerated in parts of Asia, with trends no longer 
correlated with those of adults. 
________________________________________________________________________ 

 
The effect of physical activity on mortality and cardiovascular disease in 130 000 
people from 17 high-income, middle-income, and low-income countries: The PURE 
study 
Scott A Lear, Weihong Sumathy Rangarajan, et al. 
The Lancet: Volume 390, No. 10113, p2643–2654, 16 December 2017 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)31634-3/fulltext 
 
Summary 
Background 
Physical activity has a protective effect against cardiovascular disease (CVD) in high-
income countries, where physical activity is mainly recreational, but it is not known if this is 
also observed in lower-income countries, where physical activity is mainly non-
recreational. We examined whether different amounts and types of physical activity are 
associated with lower mortality and CVD in countries at different economic levels. 
Methods 
In this prospective cohort study, we recruited participants from 17 countries (Canada, 
Sweden, United Arab Emirates, Argentina, Brazil, Chile, Poland, Turkey, Malaysia, South 
Africa, China, Colombia, Iran, Bangladesh, India, Pakistan, and Zimbabwe). Within each 
country, urban and rural areas in and around selected cities and towns were identified to 
reflect the geographical diversity. Within these communities, we invited individuals aged 
between 35 and 70 years who intended to live at their current address for at least another 
4 years. Total physical activity was assessed using the International Physical Activity 
Questionnaire (IPQA). Participants with pre-existing CVD were excluded from the 
analyses. Mortality and CVD were recorded during a mean of 6·9 years of follow-up. 
Primary clinical outcomes during follow-up were mortality plus major CVD (CVD mortality, 
incident myocardial infarction, stroke, or heart failure), either as a composite or separately. 
The effects of physical activity on mortality and CVD were adjusted for sociodemographic 
factors and other risk factors taking into account household, community, and country 
clustering. 
Findings 
Between Jan 1, 2003, and Dec 31, 2010, 168 916 participants were enrolled, of whom 
141 945 completed the IPAQ. Analyses were limited to the 130 843 participants without 
pre-existing CVD. Compared with low physical activity (<600 metabolic equivalents 
[MET] × minutes per week or <150 minutes per week of moderate intensity physical 
activity), moderate (600–3000 MET × minutes or 150–750 minutes per week) and high 
physical activity (>3000 MET × minutes or >750 minutes per week) were associated with 
graded reduction in mortality (hazard ratio 0·80, 95% CI 0·74–0·87 and 0·65, 0·60–0·71; 
p<0·0001 for trend), and major CVD (0·86, 0·78–0·93; p<0·001 for trend). Higher physical 
activity was associated with lower risk of CVD and mortality in high-income, middle-
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income, and low-income countries. The adjusted population attributable fraction for not 
meeting the physical activity guidelines was 8·0% for mortality and 4·6% for major CVD, 
and for not meeting high physical activity was 13·0% for mortality and 9·5% for major 
CVD. Both recreational and non-recreational physical activity were associated with 
benefits. 
Interpretation 
Higher recreational and non-recreational physical activity was associated with a lower risk 
of mortality and CVD events in individuals from low-income, middle-income, and high-
income countries. Increasing physical activity is a simple, widely applicable, low cost 
global strategy that could reduce deaths and CVD in middle age. 
________________________________________________________________________ 

 
Endovascular baroreflex amplification for resistant hypertension: A safety and 
proof-of-principle clinical study 
Wilko Spiering, Bryan Williams, Jan Van der Heyden, et al. for the CALM-FIM_EUR 
investigators 
The Lancet: Volume 390, No. 10113, p2655–2661, 16 December 2017 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32337-1/fulltext 
 
Summary 
Background 
Carotid baroreflex activation lowers blood pressure and might have potential application 
for the treatment of resistant hypertension. We did a proof-of-principle trial with a novel 
endovascular baroreceptor amplification device, MobiusHD (Vascular Dynamics, Mountain 
View, CA, USA), in patients with resistant hypertension. 
Methods 
CALM-FIM_EUR was a prospective, first-in-human, open-label study done at six European 
centres. Eligible patients were adults with resistant hypertension (office systolic blood 
pressure ≥160 mm Hg despite taking at least three antihypertensive agents, including a 
diuretic). MobiusHD devices were implanted unilaterally in the internal carotid artery. The 
primary endpoint was the incidence of serious adverse events at 6 months. Secondary 
endpoints included changes in office and 24 h ambulatory blood pressure. This trial is 
registered with ClinicalTrials.gov, number NCT01911897. 
Findings 
Between December, 2013, and February, 2016, 30 patients were enrolled and underwent 
successful implantation. Mean age was 52 years (SD 12), 15 patients (50%) were men, 
and mean antihypertensive use was 4·4 drugs (1·4). Mean office blood pressure was 
184/109 mm Hg (18/14) at baseline and was reduced by 24/12 mm Hg (13–34/6–18) at 6 
months (p=0·0003 for systolic and p=0·0001 diastolic blood pressure). Mean baseline 24 h 
ambulatory blood pressure was 166/100 mm Hg (17/14) at baseline and was reduced by 
21/12 mm Hg (14–29/7–16) at 6 months (p<0·0001 for systolic and diastolic blood 
pressure). Five serious adverse events had occurred in four patients (13%) at 6 months: 
hypotension (n=2), worsening hypertension (n=1), intermittent claudication (n=1) and 
wound infection (n=1). 
Interpretation 
In patients with resistant hypertension, endovascular baroreceptor amplification with the 
MobiusHD device substantially lowered blood pressure with an acceptable safety profile. 
Randomised, double-blind, sham-controlled trials are warranted to investigate the use of 
this treatment further. 
________________________________________________________________________ 

http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32337-1/fulltext


 

 - 8 - 

 
Local, national, and regional viral haemorrhagic fever pandemic potential in Africa: 
A multistage analysis 
David M Pigott, Aniruddha Deshpande, Ian Letourneau, et al. 
The Lancet: Volume 390, No. 10113, p2662–2672, 16 December 2017 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32092-5/fulltext 
 
Summary 
Background 
Predicting when and where pathogens will emerge is difficult, yet, as shown by the recent 
Ebola and Zika epidemics, effective and timely responses are key. It is therefore crucial to 
transition from reactive to proactive responses for these pathogens. To better identify 
priorities for outbreak mitigation and prevention, we developed a cohesive framework 
combining disparate methods and data sources, and assessed subnational pandemic 
potential for four viral haemorrhagic fevers in Africa, Crimean–Congo haemorrhagic fever, 
Ebola virus disease, Lassa fever, and Marburg virus disease. 
Methods 
In this multistage analysis, we quantified three stages underlying the potential of 
widespread viral haemorrhagic fever epidemics. Environmental suitability maps were used 
to define stage 1, index-case potential, which assesses populations at risk of infection due 
to spillover from zoonotic hosts or vectors, identifying where index cases could present. 
Stage 2, outbreak potential, iterates upon an existing framework, the Index for Risk 
Management, to measure potential for secondary spread in people within specific 
communities. For stage 3, epidemic potential, we combined local and international scale 
connectivity assessments with stage 2 to evaluate possible spread of local outbreaks 
nationally, regionally, and internationally. 
Findings 
We found epidemic potential to vary within Africa, with regions where viral haemorrhagic 
fever outbreaks have previously occurred (eg, western Africa) and areas currently 
considered non-endemic (eg, Cameroon and Ethiopia) both ranking highly. Tracking 
transitions between stages showed how an index case can escalate into a widespread 
epidemic in the absence of intervention (eg, Nigeria and Guinea). Our analysis showed 
Chad, Somalia, and South Sudan to be highly susceptible to any outbreak at subnational 
levels. 
Interpretation 
Our analysis provides a unified assessment of potential epidemic trajectories, with the aim 
of allowing national and international agencies to pre-emptively evaluate needs and target 
resources. Within each country, our framework identifies at-risk subnational locations in 
which to improve surveillance, diagnostic capabilities, and health systems in parallel with 
the design of policies for optimal responses at each stage. In conjunction with pandemic 
preparedness activities, assessments such as ours can identify regions where needs and 
provisions do not align, and thus should be targeted for future strengthening and support. 

Back to Contents 
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Outcomes of a Coaching-Based WHO Safe Childbirth Checklist Program in India 
Katherine E.A. Semrau, Lisa R. Hirschhorn, Megan Marx Delaney, et al. for the BetterBirth 
Trial Group 
N Engl J Med 2017; 377: 2313-2324 December 14, 2017 
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http://www.nejm.org/doi/full/10.1056/NEJMoa1701075 
 
Summary 
Background 
The prevalence of facility-based childbirth in low-resource settings has increased 
dramatically during the past two decades, yet gaps in the quality of care persist and 
mortality remains high. The World Health Organization (WHO) Safe Childbirth Checklist, a 
quality-improvement tool, promotes systematic adherence to practices that have been 
associated with improved childbirth outcomes. 
Methods 
We conducted a matched-pair, cluster-randomized, controlled trial in 60 pairs of facilities 
across 24 districts of Uttar Pradesh, India, testing the effect of the BetterBirth program, an 
8-month coaching-based implementation of the Safe Childbirth Checklist, on a composite 
outcome of perinatal death, maternal death, or maternal severe complications within 7 
days after delivery. Outcomes — assessed 8 to 42 days after delivery — were compared 
between the intervention group and the control group with adjustment for clustering and 
matching. We also compared birth attendants’ adherence to 18 essential birth practices in 
15 matched pairs of facilities at 2 and 12 months after the initiation of the intervention. 
Results 
Of 161,107 eligible women, we enrolled 157,689 (97.9%) and determined 7-day outcomes 
for 157,145 (99.7%) mother–newborn dyads. Among 4888 observed births, birth 
attendants’ mean practice adherence was significantly higher in the intervention group 
than in the control group (72.8% vs. 41.7% at 2 months; 61.7% vs. 43.9% at 12 months; 
P<0.001 for both comparisons). However, there was no significant difference between the 
trial groups either in the composite primary outcome (15.1% in the intervention group and 
15.3% in the control group; relative risk, 0.99; 95% confidence interval, 0.83 to 1.18; 
P=0.90) or in secondary maternal or perinatal adverse outcomes. 
Conclusions 
Birth attendants’ adherence to essential birth practices was higher in facilities that used the 
coaching-based WHO Safe Childbirth Checklist program than in those that did not, but 
maternal and perinatal mortality and maternal morbidity did not differ significantly between 
the two groups. 
________________________________________________________________________ 

 
Noninvasive Cardiac Radiation for Ablation of Ventricular Tachycardia 
Phillip S. Cuculich, Matthew R. Schill, Rojano Kashani, et al. 
N Engl J Med 2017; 377: 2325-2336 December 14, 2017 
http://www.nejm.org/doi/full/10.1056/NEJMoa1613773 
 
Background 
Recent advances have enabled noninvasive mapping of cardiac arrhythmias with 
electrocardiographic imaging and noninvasive delivery of precise ablative radiation with 
stereotactic body radiation therapy (SBRT). We combined these techniques to perform 
catheter-free, electrophysiology-guided, noninvasive cardiac radioablation for ventricular 
tachycardia. 
Methods 
We targeted arrhythmogenic scar regions by combining anatomical imaging with 
noninvasive electrocardiographic imaging during ventricular tachycardia that was induced 
by means of an implantable cardioverter–defibrillator (ICD). SBRT simulation, planning, 
and treatments were performed with the use of standard techniques. Patients were treated 
with a single fraction of 25 Gy while awake. Efficacy was assessed by counting episodes 
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of ventricular tachycardia, as recorded by ICDs. Safety was assessed by means of serial 
cardiac and thoracic imaging. 
Results 
From April through November 2015, five patients with high-risk, refractory ventricular 
tachycardia underwent treatment. The mean noninvasive ablation time was 14 minutes 
(range, 11 to 18). During the 3 months before treatment, the patients had a combined 
history of 6577 episodes of ventricular tachycardia. During a 6-week postablation “blanking 
period” (when arrhythmias may occur owing to postablation inflammation), there were 680 
episodes of ventricular tachycardia. After the 6-week blanking period, there were 4 
episodes of ventricular tachycardia over the next 46 patient-months, for a reduction from 
baseline of 99.9%. A reduction in episodes of ventricular tachycardia occurred in all five 
patients. The mean left ventricular ejection fraction did not decrease with treatment. At 3 
months, adjacent lung showed opacities consistent with mild inflammatory changes, which 
had resolved by 1 year. 
Conclusions 
In five patients with refractory ventricular tachycardia, noninvasive treatment with 
electrophysiology-guided cardiac radioablation markedly reduced the burden of ventricular 
tachycardia.  
________________________________________________________________________ 

 
Effects of Sotagliflozin Added to Insulin in Patients with Type 1 Diabetes 
Satish K. Garg, Robert R. Henry, Phillip Banks, et al. 
N Engl J Med 2017; 377: 2337-2348 December 14, 2017 
http://www.nejm.org/doi/full/10.1056/NEJMoa1708337 
 
Summary 
Background 
In most patients with type 1 diabetes, adequate glycemic control is not achieved with 
insulin therapy alone. We evaluated the safety and efficacy of sotagliflozin, an oral inhibitor 
of sodium–glucose cotransporters 1 and 2, in combination with insulin treatment in patients 
with type 1 diabetes. 
Methods 
In this phase 3, double-blind trial, which was conducted at 133 centers worldwide, we 
randomly assigned 1402 patients with type 1 diabetes who were receiving treatment with 
any insulin therapy (pump or injections) to receive sotagliflozin (400 mg per day) or 
placebo for 24 weeks. The primary end point was a glycated hemoglobin level lower than 
7.0% at week 24, with no episodes of severe hypoglycemia or diabetic ketoacidosis after 
randomization. Secondary end points included the change from baseline in glycated 
hemoglobin level, weight, systolic blood pressure, and mean daily bolus dose of insulin. 
Results 
A significantly larger proportion of patients in the sotagliflozin group than in the placebo 
group achieved the primary end point (200 of 699 patients [28.6%] vs. 107 of 703 [15.2%], 
P<0.001). The least-squares mean change from baseline was significantly greater in the 
sotagliflozin group than in the placebo group for glycated hemoglobin (difference, −0.46 
percentage points), weight (−2.98 kg), systolic blood pressure (−3.5 mm Hg), and mean 
daily bolus dose of insulin (−2.8 units per day) (P≤0.002 for all comparisons). The rate of 
severe hypoglycemia was similar in the sotagliflozin group and the placebo group (3.0% 
[21 patients] and 2.4% [17], respectively). The rate of documented hypoglycemia with a 
blood glucose level of 55 mg per deciliter (3.1 mmol per liter) or below was significantly 
lower in the sotagliflozin group than in the placebo group. The rate of diabetic ketoacidosis 

http://www.nejm.org/doi/full/10.1056/NEJMoa1708337
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was higher in the sotagliflozin group than in the placebo group (3.0% [21 patients] and 
0.6% [4], respectively). 
Conclusions 
Among patients with type 1 diabetes who were receiving insulin, the proportion of patients 
who achieved a glycated hemoglobin level lower than 7.0% with no severe hypoglycemia 
or diabetic ketoacidosis was larger in the group that received sotagliflozin than in the 
placebo group. However, the rate of diabetic ketoacidosis was higher in the sotagliflozin 
group. 
________________________________________________________________________ 

 
A Bivalent Meningococcal B Vaccine in Adolescents and Young Adults 
Lars Ostergaard, Timo Vesikari, Judith Absalon, for the B1971009 and B1971016 Trial 
Investigators 
N Engl J Med 2017; 377: 2349-2362 December 14, 2017 
http://www.nejm.org/doi/full/10.1056/NEJMoa1614474 
 
Summary 
Background 
MenB-FHbp is a licensed meningococcal B vaccine targeting factor H–binding protein. 
Two phase 3 studies assessed the safety of the vaccine and its immunogenicity against 
diverse strains of group B meningococcus. 
Methods 
We randomly assigned 3596 adolescents (10 to 18 years of age) to receive MenB-FHbp or 
hepatitis A virus vaccine and saline and assigned 3304 young adults (18 to 25 years of 
age) to receive MenB-FHbp or saline at baseline, 2 months, and 6 months. 
Immunogenicity was assessed in serum bactericidal assays that included human 
complement (hSBAs). We used 14 meningococcal B test strains that expressed vaccine-
heterologous factor H–binding proteins representative of meningococcal B epidemiologic 
diversity; an hSBA titer of at least 1:4 is the accepted correlate of protection. The five 
primary end points were the proportion of participants who had an increase in their hSBA 
titer for each of 4 primary strains by a factor of 4 or more and the proportion of those who 
had an hSBA titer at least as high as the lower limit of quantitation (1:8 or 1:16) for all 4 
strains combined after dose 3. We also assessed the hSBA responses to the primary 
strains after dose 2; hSBA responses to the 10 additional strains after doses 2 and 3 were 
assessed in a subgroup of participants only. Safety was assessed in participants who 
received at least one dose. 
Results  
In the modified intention-to-treat population, the percentage of adolescents who had an 
increase in the hSBA titer by a factor of 4 or more against each primary strain ranged from 
56.0 to 85.3% after dose 2 and from 78.8 to 90.2% after dose 3; the percentages of young 
adults ranged from 54.6 to 85.6% and 78.9 to 89.7%, after doses 2 and 3, respectively. 
Composite responses after doses 2 and 3 in adolescents were 53.7% and 82.7%, 
respectively, and those in young adults were 63.3% and 84.5%, respectively. Responses 
to the 4 primary strains were predictive of responses to the 10 additional strains. Most of 
those who received MenB-FHbp reported mild or moderate pain at the vaccination site. 
Conclusions 
MenB-FHbp elicited bactericidal responses against diverse meningococcal B strains after 
doses 2 and 3 and was associated with more reactions at the injection site than the 
hepatitis A virus vaccine and saline.  

Back to Contents 
________________________________________________________________________ 

http://www.nejm.org/doi/full/10.1056/NEJMoa1614474
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Sources  
 

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

JAMA: The Journal of the American Medical 
Association  

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

The Lancet www.thelancet.com 

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

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

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

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

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

________________________________________________________________________ 

Library News 
________________________________________________________________________ 

 

Library Christmas Opening Hours 

 

The Trust library will be unstaffed at the following times 
over the Christmas period:- 

 
Monday 25th December 2017 (Christmas Day) to 

Monday 1st January 2018 (New Year’s Day) 

 
Normal staffed hours will resume again on Tuesday 2nd 
January 2018. 

 
THE 24 HOUR SWIPE ACCESS WILL BE AVAILABLE WHEN THE LIBRARY IS 
UNSTAFFED. 
 
Everyone in the library would like to wish you all a Merry Christmas and a Happy New 
Year. 
________________________________________________________________________ 

 

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

 
________________________________________________________________________ 

 

Library Training Sessions 
 

 

     Winter 2017/2018        

 

                              
 JANUARY 

Using Evidence-Based Databases – please book in advance 

http://www.derbyhospitalslibrary.co.uk/e-learning
http://www.derbyhospitalslibrary.co.uk/e-learning
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Wednesday 17th      2:00pm — 3:00pm  Library IT Room 
 
Critical Appraisal (RCT paper) – please book in advance 
Thursday 25th    2:00pm — 3:30pm   Library Seminar Room 1  
 

 FEBRUARY 
Reflective Writing (for NMC Revalidation) – please book in advance 
Thursday 8th       1:00pm — 2:00pm   Library Seminar Room 1 
 
Using Evidence-Based Databases – please book in advance 
Friday 16th      1:00pm — 2:00pm   Library IT Room 
 
Critical Appraisal (Qualitative Study paper) – please book in advance 
Tuesday 20th    2:00pm — 3:30pm   Library Seminar Room 1  
 

 MARCH 
Undertaking RCT Research: study design basics and critical appraisal 
Tuesday 6th    2:30pm — 4:00pm   Library Seminar Room 1  
 
Reflective Writing (for NMC Revalidation) – please book in advance 
Friday 9th       12:00pm — 1:00pm  Library Seminar Room 1 
 
Using Evidence-Based Databases – please book in advance 
Thursday 15th      12:00pm — 1:00pm  Library IT Room 
 
Critical Appraisal (Cohort Study paper) – please book in advance 
Tuesday 20th    10:30am — 12:00pm  Library Seminar Room 1  
     
 
BOOKING TRAINING  
To book a place on a session, or to arrange a departmental session, please contact 
Suzanne Toft, Training Librarian (Chartered), on ext 88148 or via email at 
suzanne.toft@nhs.net  
________________________________________________________________________ 

 

 
 

Do you require an article or book that is unavailable in the Library? 
 
If so, you need to register for CLIO 
 
For those of you who have already used it, your login pages and further-content pages 
now look a little different. We have tried to make the CLIO interface more user-friendly, 
and hope that you like the improvements. If you feel that you need any guidance or advice 
about the changes, please get in touch with us and we will be most happy to help you 
 

mailto:suzanne.toft@nhs.net
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For more information about CLIO, please follow this link:  
http://www.derbyhospitalslibrary.co.uk/ills 
 
 

 
________________________________________________________________________ 
 

Online repository 
(For employees of DTHFT only) 

(Access via Chrome only) 

 

 

________________________________________________________________________ 
 
 

 
 

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

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

http://casereports.bmj.com/
http://casereports.bmj.com/site/about/guidelines.xhtml
mailto:dhft.libraryca@nhs.net
http://www.derbyhospitalslibrary.co.uk/

