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BMJ (27 January 2018, Vol. 360, No. 8138) 
 
Within country inequalities in caesarean section rates: Observational study of 72 
low and middle income countries 
Adeline Adwoa Boatin, Anne Schlotheuber, Ana Pilar Betran, et al. 
BMJ 2018; 360 (Published 24 January 2018) 
http://www.bmj.com/content/360/bmj.k55 
 
Abstract 
Objective To provide an update on economic related inequalities in caesarean section 
rates within countries. 
Design Secondary analysis of demographic and health surveys and multiple indicator 
cluster surveys. 
Setting 72 low and middle income countries with a survey conducted between 2010 and 
2014 for analysis of the latest situation of inequality, and 28 countries with a survey also 
conducted between 2000 and 2004 for analysis of the change in inequality over time. 
Participants Women aged 15-49 years with a live birth during the two or three years 
preceding the survey. 
Main outcome measures Data on caesarean section were disaggregated by asset based 
household wealth status and presented separately for five subgroups, ranging from the 
poorest to the richest fifth. Absolute and relative inequalities were measured using 
difference and ratio measures. The pace of change in the poorest and richest fifths was 
compared using a measure of excess change. 
Results National caesarean section rates ranged from 0.6% in South Sudan to 58.9% in 
the Dominican Republic. Within countries, caesarean section rates were lowest in the 
poorest fifth (median 3.7%) and highest in the richest fifth (median 18.4%). 18 out of 72 
study countries reported a difference of 20 percentage points or higher between the richest 
and poorest fifth. The highest caesarean section rates and greatest levels of absolute 
inequality were observed in countries from the region of the Americas, whereas countries 
from the African region had low levels of caesarean use and comparatively lower levels of 
absolute inequality, although relative inequality was quite high in some countries. 26 out of 
28 countries reported increases in caesarean section rates over time. Rates tended to 
increase faster in the richest fifth (median 0.9 percentage points per year) compared with 
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the poorest fifth (median 0.2 percentage points per year), indicating an increase in 
inequality over time in most of these countries. 
Conclusions Substantial within country economic inequalities in caesarean deliveries 
remain. These inequalities might be due to a combination of inadequate access to 
emergency obstetric care among the poorest subgroups and high levels of caesarean use 
without medical indication in the richest subgroups, especially in middle income countries. 
Country specific strategies should address these inequalities to improve maternal and 
newborn health. 
________________________________________________________________________ 

 
Low cigarette consumption and risk of coronary heart disease and stroke: Meta-
analysis of 141 cohort studies in 55 study reports 
Allan Hackshaw, Joan K Morris, Sadie Boniface, et al. 
BMJ 2018; 360 (Published 24 January 2018) 
http://www.bmj.com/content/360/bmj.j5855 
 
Abstract 
Objective To use the relation between cigarette consumption and cardiovascular disease 
to quantify the risk of coronary heart disease and stroke for light smoking (one to five 
cigarettes/day). 
Design Systematic review and meta-analysis. 
Data sources Medline 1946 to May 2015, with manual searches of references. 
Eligibility criteria for selecting studies Prospective cohort studies with at least 50 
events, reporting hazard ratios or relative risks (both hereafter referred to as relative risk) 
compared with never smokers or age specific incidence in relation to risk of coronary heart 
disease or stroke. 
Data extraction/synthesis MOOSE guidelines were followed. For each study, the relative 
risk was estimated for smoking one, five, or 20 cigarettes per day by using regression 
modelling between risk and cigarette consumption. Relative risks were adjusted for at least 
age and often additional confounders. The main measure was the excess relative risk for 
smoking one cigarette per day (RR1_per_day−1) expressed as a proportion of that for 
smoking 20 cigarettes per day (RR20_per_day−1), expected to be about 5% assuming a linear 
relation between risk and consumption (as seen with lung cancer). The relative risks for 
one, five, and 20 cigarettes per day were also pooled across all studies in a random 
effects meta-analysis. Separate analyses were done for each combination of sex and 
disorder. 
Results The meta-analysis included 55 publications containing 141 cohort studies. Among 
men, the pooled relative risk for coronary heart disease was 1.48 for smoking one 
cigarette per day and 2.04 for 20 cigarettes per day, using all studies, but 1.74 and 2.27 
among studies in which the relative risk had been adjusted for multiple confounders. 
Among women, the pooled relative risks were 1.57 and 2.84 for one and 20 cigarettes per 
day (or 2.19 and 3.95 using relative risks adjusted for multiple factors). Men who smoked 
one cigarette per day had 46% of the excess relative risk for smoking 20 cigarettes per 
day (53% using relative risks adjusted for multiple factors), and women had 31% of the 
excess risk (38% using relative risks adjusted for multiple factors). For stroke, the pooled 
relative risks for men were 1.25 and 1.64 for smoking one or 20 cigarettes per day (1.30 
and 1.56 using relative risks adjusted for multiple factors). In women, the pooled relative 
risks were 1.31 and 2.16 for smoking one or 20 cigarettes per day (1.46 and 2.42 using 
relative risks adjusted for multiple factors). The excess risk for stroke associated with one 
cigarette per day (in relation to 20 cigarettes per day) was 41% for men and 34% for 
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women (or 64% and 36% using relative risks adjusted for multiple factors). Relative risks 
were generally higher among women than men. 
Conclusions Smoking only about one cigarette per day carries a risk of developing 
coronary heart disease and stroke much greater than expected: around half that for people 
who smoke 20 per day. No safe level of smoking exists for cardiovascular disease. 
Smokers should aim to quit instead of cutting down to significantly reduce their risk of 
these two common major disorders. 
________________________________________________________________________ 

 
Preoperative physiotherapy for the prevention of respiratory complications after 
upper abdominal surgery: Pragmatic, double blinded, multicentre randomised 
controlled trial 
Ianthe Boden, Elizabeth H Skinner, Laura Browning, et al. 
BMJ 2018; 360 (Published 24 January 2018) 
http://www.bmj.com/content/360/bmj.j5916 
 
Abstract 
Objective To assess the efficacy of a single preoperative physiotherapy session to reduce 
postoperative pulmonary complications (PPCs) after upper abdominal surgery. 
Design Prospective, pragmatic, multicentre, patient and assessor blinded, parallel group, 
randomised placebo controlled superiority trial. 
Setting Multidisciplinary preadmission clinics at three tertiary public hospitals in Australia 
and New Zealand. 
Participants 441 adults aged 18 years or older who were within six weeks of elective 
major open upper abdominal surgery were randomly assigned through concealed 
allocation to receive either an information booklet (n=219; control) or preoperative 
physiotherapy (n=222; intervention) and followed for 12 months. 432 completed the trial. 
Interventions Preoperatively, participants received an information booklet (control) or an 
additional 30 minute physiotherapy education and breathing exercise training session 
(intervention). Education focused on PPCs and their prevention through early ambulation 
and self directed breathing exercises to be initiated immediately on regaining 
consciousness after surgery. Postoperatively, all participants received standardised early 
ambulation, and no additional respiratory physiotherapy was provided. 
Main outcome measures The primary outcome was a PPC within 14 postoperative 
hospital days assessed daily using the Melbourne group score. Secondary outcomes were 
hospital acquired pneumonia, length of hospital stay, utilisation of intensive care unit 
services, and hospital costs. Patient reported health related quality of life, physical 
function, and post-discharge complications were measured at six weeks, and all cause 
mortality was measured to 12 months. 
Results The incidence of PPCs within 14 postoperative hospital days, including hospital 
acquired pneumonia, was halved (adjusted hazard ratio 0.48, 95% confidence interval 
0.30 to 0.75, P=0.001) in the intervention group compared with the control group, with an 
absolute risk reduction of 15% (95% confidence interval 7% to 22%) and a number needed 
to treat of 7 (95% confidence interval 5 to 14). No significant differences in other 
secondary outcomes were detected. 
Conclusion In a general population of patients listed for elective upper abdominal surgery, 
a 30 minute preoperative physiotherapy session provided within existing hospital 
multidisciplinary preadmission clinics halves the incidence of PPCs and specifically 
hospital acquired pneumonia. Further research is required to investigate benefits to 
mortality and length of stay. 
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JAMA: Journal of the American Medical Association  
 
There is no new content on JAMA this week. 
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The Lancet (27 January 2018, Vol. 391, No. 10118) 
 
Comparative effectiveness of extended-release naltrexone versus buprenorphine-
naloxone for opioid relapse prevention (X:BOT): A multicentre, open-label, 
randomised controlled trial 
Joshua D Lee, Edward V Nunes, Patricia Novo, et al. 
The Lancet: Volume 391, No. 10118, p309–318, 27 January 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32812-X/fulltext 
 
Summary 
Background 
Extended-release naltrexone (XR-NTX), an opioid antagonist, and sublingual 
buprenorphine-naloxone (BUP-NX), a partial opioid agonist, are pharmacologically and 
conceptually distinct interventions to prevent opioid relapse. We aimed to estimate the 
difference in opioid relapse-free survival between XR-NTX and BUP-NX. 
Methods 
We initiated this 24 week, open-label, randomised controlled, comparative effectiveness 
trial at eight US community-based inpatient services and followed up participants as 
outpatients. Participants were 18 years or older, had Diagnostic and Statistical Manual of 
Mental Disorders-5 opioid use disorder, and had used non-prescribed opioids in the past 
30 days. We stratified participants by treatment site and opioid use severity and used a 
web-based permuted block design with random equally weighted block sizes of four and 
six for randomisation (1:1) to receive XR-NTX or BUP-NX. XR-NTX was monthly 
intramuscular injections (Vivitrol; Alkermes) and BUP-NX was daily self-administered 
buprenorphine-naloxone sublingual film (Suboxone; Indivior). The primary outcome was 
opioid relapse-free survival during 24 weeks of outpatient treatment. Relapse was 4 
consecutive weeks of any non-study opioid use by urine toxicology or self-report, or 7 
consecutive days of self-reported use. This trial is registered with ClinicalTrials.gov, 
NCT02032433. 
Findings 
Between Jan 30, 2014, and May 25, 2016, we randomly assigned 570 participants to 
receive XR-NTX (n=283) or BUP-NX (n=287). The last follow-up visit was Jan 31, 2017. 
As expected, XR-NTX had a substantial induction hurdle: fewer participants successfully 
initiated XR-NTX (204 [72%] of 283) than BUP-NX (270 [94%] of 287; p<0·0001). Among 
all participants who were randomly assigned (intention-to-treat population, n=570) 24 week 
relapse events were greater for XR-NTX (185 [65%] of 283) than for BUP-NX (163 [57%] 
of 287; hazard ratio [HR] 1·36, 95% CI 1·10–1·68), most or all of this difference accounted 
for by early relapse in nearly all (70 [89%] of 79) XR-NTX induction failures. Among 
participants successfully inducted (per-protocol population, n=474), 24 week relapse 
events were similar across study groups (p=0·44). Opioid-negative urine samples 
(p<0·0001) and opioid-abstinent days (p<0·0001) favoured BUP-NX compared with XR-
NTX among the intention-to-treat population, but were similar across study groups among 
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the per-protocol population. Self-reported opioid craving was initially less with XR-NTX 
than with BUP-NX (p=0·0012), then converged by week 24 (p=0·20). With the exception of 
mild-to-moderate XR-NTX injection site reactions, treatment-emergent adverse events 
including overdose did not differ between treatment groups. Five fatal overdoses occurred 
(two in the XR-NTX group and three in the BUP-NX group). 
Interpretation 
In this population it is more difficult to initiate patients to XR-NTX than BUP-NX, and this 
negatively affected overall relapse. However, once initiated, both medications were equally 
safe and effective. Future work should focus on facilitating induction to XR-NTX and on 
improving treatment retention for both medications. 
________________________________________________________________________ 

 
Relationship of C-reactive protein reduction to cardiovascular event reduction 
following treatment with canakinumab: A secondary analysis from the CANTOS 
randomised controlled trial 
Paul M Ridker, Jean G MacFadyen, Brendan M Everett, et al. on behalf of the show 
CANTOS Trial Group 
The Lancet: Volume 391, No. 10118, p319–328, 27 January 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32814-3/fulltext 
 
Summary 
Background 
Canakinumab, a monoclonal antibody targeting interleukin-1β, reduces inflammation and 
cardiovascular event rates with no effect on lipid concentrations. However, it is uncertain 
which patient groups benefit the most from treatment and whether reductions in the 
inflammatory biomarker high-sensitivity C-reactive protein (hsCRP) correlate with clinical 
benefits for individual patients. 
Methods 
The Canakinumab Anti-Inflammatory Thrombosis Outcomes Study (CANTOS) used 
computer-generated codes to randomly allocate 10 061 men and women with a history of 
myocardial infarction to placebo or one of three doses of canakinumab (50 mg, 150 mg, or 
300 mg) given subcutaneously once every 3 months. In a prespecified secondary analysis 
designed to address the relationship of hsCRP reduction to event reduction in CANTOS, 
we evaluated the effects of canakinumab on rates of major adverse cardiovascular events, 
cardiovascular mortality, and all-cause mortality according to on-treatment concentrations 
of hsCRP. We used multivariable modelling to adjust for baseline factors associated with 
achieved hsCRP and multiple sensitivity analyses to address the magnitude of residual 
confounding. The median follow-up was 3·7 years. The trial is registered with 
ClinicalTrials.gov, number NCT01327846. 
Findings 
Baseline clinical characteristics did not define patient groups with greater or lesser 
cardiovascular benefits when treated with canakinumab. However, trial participants 
allocated to canakinumab who achieved hsCRP concentrations less than 2 mg/L had a 
25% reduction in major adverse cardiovascular events (multivariable adjusted hazard ratio 
[HRadj]=0·75, 95% CI 0·66–0·85, p<0·0001), whereas no significant benefit was observed 
among those with on-treatment hsCRP concentrations of 2 mg/L or above (HRadj=0·90, 
0·79–1·02, p=0·11). For those treated with canakinumab who achieved on-treatment 
hsCRP concentrations less than 2 mg/L, cardiovascular mortality (HRadj=0·69, 95% CI 
0·56–0·85, p=0·0004) and all-cause mortality (HRadj=0·69, 0·58–0·81, p<0·0001) were 
both reduced by 31%, whereas no significant reduction in these endpoints was observed 
among those treated with canakinumab who achieved hsCRP concentrations of 2 mg/L or 
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above. Similar differential effects were found in analyses of the trial prespecified 
secondary cardiovascular endpoint (which additionally included hospitalisation for unstable 
angina requiring unplanned revascularisation) and in sensitivity analyses alternatively 
based on median reductions in hsCRP, on 50% or greater reductions in hsCRP, on the 
median percent reduction in hsCRP, in dose-specific analyses, and in analyses using a 
causal inference approach to estimate the effect of treatment among individuals who 
would achieve a targeted hsCRP concentration. 
Interpretation 
The magnitude of hsCRP reduction following a single dose of canakinumab might provide 
a simple clinical method to identify individuals most likely to accrue the largest benefit from 
continued treatment. These data further suggest that lower is better for inflammation 
reduction with canakinumab. 
________________________________________________________________________ 

 
Arthroscopic subacromial decompression for subacromial shoulder pain (CSAW): A 
multicentre, pragmatic, parallel group, placebo-controlled, three-group, randomised 
surgical trial 
David J Beard, Jonathan L Rees, Andrew J Carr, et al. on behalf of the show CSAW Study 
Group 
The Lancet: Volume 391, No. 10118, p329–338, 27 January 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32457-1/fulltext 
 
Summary 
Background 
Arthroscopic sub-acromial decompression (decompressing the sub-acromial space by 
removing bone spurs and soft tissue arthroscopically) is a common surgery for 
subacromial shoulder pain, but its effectiveness is uncertain. We did a study to assess its 
effectiveness and to investigate the mechanism for surgical decompression. 
Methods 
We did a multicentre, randomised, pragmatic, parallel group, placebo-controlled, three-
group trial at 32 hospitals in the UK with 51 surgeons. Participants were patients who had 
subacromial pain for at least 3 months with intact rotator cuff tendons, were eligible for 
arthroscopic surgery, and had previously completed a non-operative management 
programme that included exercise therapy and at least one steroid injection. Exclusion 
criteria included a full-thickness torn rotator cuff. We randomly assigned participants 
(1:1:1) to arthroscopic subacromial decompression, investigational arthroscopy only, or no 
treatment (attendance of one reassessment appointment with a specialist shoulder 
clinician 3 months after study entry, but no intervention). Arthroscopy only was a placebo 
as the essential surgical element (bone and soft tissue removal) was omitted. We did the 
randomisation with a computer-generated minimisation system. In the surgical intervention 
groups, patients were not told which type of surgery they were receiving (to ensure 
masking). Patients were followed up at 6 months and 1 year after randomisation; surgeons 
coordinated their waiting lists to schedule surgeries as close as possible to randomisation. 
The primary outcome was the Oxford Shoulder Score (0 [worst] to 48 [best]) at 6 months, 
analysed by intention to treat. The sample size calculation was based upon a target 
difference of 4·5 points (SD 9·0). This trial has been registered at ClinicalTrials.gov, 
number NCT01623011. 
Findings 
Between Sept 14, 2012, and June 16, 2015, we randomly assigned 313 patients to 
treatment groups (106 to decompression surgery, 103 to arthroscopy only, and 104 to no 
treatment). 24 [23%], 43 [42%], and 12 [12%] of the decompression, arthroscopy only, and 
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no treatment groups, respectively, did not receive their assigned treatment by 6 months. At 
6 months, data for the Oxford Shoulder Score were available for 90 patients assigned to 
decompression, 94 to arthroscopy, and 90 to no treatment. Mean Oxford Shoulder Score 
did not differ between the two surgical groups at 6 months (decompression mean 32·7 
points [SD 11·6] vs arthroscopy mean 34·2 points [9·2]; mean difference −1·3 points (95% 
CI −3·9 to 1·3, p=0·3141). Both surgical groups showed a small benefit over no treatment 
(mean 29·4 points [SD 11·9], mean difference vs decompression 2·8 points [95% CI 0·5–
5·2], p=0·0186; mean difference vs arthroscopy 4·2 [1·8–6·6], p=0·0014) but these 
differences were not clinically important. There were six study-related complications that 
were all frozen shoulders (in two patients in each group). 
Interpretation 
Surgical groups had better outcomes for shoulder pain and function compared with no 
treatment but this difference was not clinically important. Additionally, surgical 
decompression appeared to offer no extra benefit over arthroscopy only. The difference 
between the surgical groups and no treatment might be the result of, for instance, a 
placebo effect or postoperative physiotherapy. The findings question the value of this 
operation for these indications, and this should be communicated to patients during the 
shared treatment decision-making process. 
________________________________________________________________________ 

 
Respiratory and cardiovascular responses to walking down a traffic-polluted road 
compared with walking in a traffic-free area in participants aged 60 years and older 
with chronic lung or heart disease and age-matched healthy controls: A 
randomised, crossover study 
Rudy Sinharay, Jicheng Gong, Benjamin Barratt, et al. 
The Lancet: Volume 391, No. 10118, p339–349, 27 January 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32643-0/fulltext 
 
Summary 
Background 
Long-term exposure to pollution can lead to an increase in the rate of decline of lung 
function, especially in older individuals and in those with chronic obstructive pulmonary 
disease (COPD), whereas shorter-term exposure at higher pollution levels has been 
implicated in causing excess deaths from ischaemic heart disease and exacerbations of 
COPD. We aimed to assess the effects on respiratory and cardiovascular responses of 
walking down a busy street with high levels of pollution compared with walking in a traffic-
free area with lower pollution levels in older adults. 
Methods 
In this randomised, crossover study, we recruited men and women aged 60 years and 
older with angiographically proven stable ischaemic heart disease or stage 2 Global 
initiative for Obstructive Lung Disease (GOLD) COPD who had been clinically stable for 6 
months, and age-matched healthy volunteers. Individuals with ischaemic heart disease or 
COPD were recruited from existing databases or outpatient respiratory and cardiology 
clinics at the Royal Brompton & Harefield NHS Foundation Trust and age-matched healthy 
volunteers using advertising and existing databases. All participants had abstained from 
smoking for at least 12 months and medications were taken as recommended by 
participants' doctors during the study. Participants were randomly assigned by drawing 
numbered disks at random from a bag to do a 2 h walk either along a commercial street in 
London (Oxford Street) or in an urban park (Hyde Park). Baseline measurements of 
participants were taken before the walk in the hospital laboratory. During each walk 
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session, black carbon, particulate matter (PM) concentrations, ultrafine particles, and 
nitrogen dioxide (NO2) concentrations were measured. 
Findings 
Between October, 2012, and June, 2014, we screened 135 participants, of whom 40 
healthy volunteers, 40 individuals with COPD, and 39 with ischaemic heart disease were 
recruited. Concentrations of black carbon, NO2, PM10, PM2.5, and ultrafine particles were 
higher on Oxford Street than in Hyde Park. Participants with COPD reported more cough 
(odds ratio [OR] 1·95, 95% CI 0·96–3·95; p<0·1), sputum (3·15, 1·39–7·13; p<0·05), 
shortness of breath (1·86, 0·97–3·57; p<0·1), and wheeze (4·00, 1·52–10·50; p<0·05) 
after walking down Oxford Street compared with Hyde Park. In all participants, irrespective 
of their disease status, walking in Hyde Park led to an increase in lung function (forced 
expiratory volume in the first second [FEV1] and forced vital capacity [FVC]) and a 
decrease in pulse wave velocity (PWV) and augmentation index up to 26 h after the walk. 
By contrast, these beneficial responses were attenuated after walking on Oxford Street. In 
participants with COPD, a reduction in FEV1 and FVC, and an increase in R5–20 were 
associated with an increase in during-walk exposure to NO2, ultrafine particles and PM2.5, 
and an increase in PWV and augmentation index with NO2 and ultrafine particles. In 
healthy volunteers, PWV and augmentation index were associated both with black carbon 
and ultrafine particles. 
Interpretation 
Short-term exposure to traffic pollution prevents the beneficial cardiopulmonary effects of 
walking in people with COPD, ischaemic heart disease, and those free from chronic 
cardiopulmonary diseases. Medication use might reduce the adverse effects of air 
pollution in individuals with ischaemic heart disease. Policies should aim to control ambient 
levels of air pollution along busy streets in view of these negative health effects. 

Back to Contents 
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The New England Journal of Medicine (25 January 2017, Vol. 378, No. 4) 
 
Trial of Solanezumab for Mild Dementia Due to Alzheimer’s Disease 
Lawrence S. Honig, Bruno Vellas, Michael Woodward, et al. 
N Engl J Med 2018; 378: 321-330 January 25, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1705971 
 
Abstract 
Background 
Alzheimer’s disease is characterized by amyloid-beta (Aβ) plaques and neurofibrillary 
tangles. The humanized monoclonal antibody solanezumab was designed to increase the 
clearance from the brain of soluble Aβ, peptides that may lead to toxic effects in the 
synapses and precede the deposition of fibrillary amyloid. 
Methods 
We conducted a double-blind, placebo-controlled, phase 3 trial involving patients with mild 
dementia due to Alzheimer’s disease, defined as a Mini–Mental State Examination 
(MMSE) score of 20 to 26 (on a scale from 0 to 30, with higher scores indicating better 
cognition) and with amyloid deposition shown by means of florbetapir positron-emission 
tomography or Aβ1-42 measurements in cerebrospinal fluid. Patients were randomly 
assigned to receive solanezumab at a dose of 400 mg or placebo intravenously every 4 
weeks for 76 weeks. The primary outcome was the change from baseline to week 80 in 
the score on the 14-item cognitive subscale of the Alzheimer’s Disease Assessment Scale 
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(ADAS-cog14; scores range from 0 to 90, with higher scores indicating greater cognitive 
impairment). 
Results 
A total of 2129 patients were enrolled, of whom 1057 were assigned to receive 
solanezumab and 1072 to receive placebo. The mean change from baseline in the ADAS-
cog14 score was 6.65 in the solanezumab group and 7.44 in the placebo group, with no 
significant between-group difference at week 80 (difference, −0.80; 95% confidence 
interval, −1.73 to 0.14; P=0.10). As a result of the failure to reach significance with regard 
to the primary outcome in the prespecified hierarchical analysis, the secondary outcomes 
were considered to be descriptive and are reported without significance testing. The 
change from baseline in the MMSE score was −3.17 in the solanezumab group and −3.66 
in the placebo group. Adverse cerebral edema or effusion lesions that were observed on 
magnetic resonance imaging after randomization occurred in 1 patient in the solanezumab 
group and in 2 in the placebo group. 
Conclusions 
Solanezumab at a dose of 400 mg administered every 4 weeks in patients with mild 
Alzheimer’s disease did not significantly affect cognitive decline.  
________________________________________________________________________ 

 
Brentuximab Vedotin with Chemotherapy for Stage III or IV Hodgkin’s Lymphoma 
Joseph M. Connors, Wojciech Jurczak, David J. Straus, et al. for the ECHELON-1 Study 
Group 
N Engl J Med 2018; 378: 331-344 January 25, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1708984 
 
Abstract 
Background 
Brentuximab vedotin is an anti-CD30 antibody–drug conjugate that has been approved for 
relapsed and refractory Hodgkin’s lymphoma. 
Methods 
We conducted an open-label, multicenter, randomized phase 3 trial involving patients with 
previously untreated stage III or IV classic Hodgkin’s lymphoma, in which 664 were 
assigned to receive brentuximab vedotin, doxorubicin, vinblastine, and dacarbazine 
(A+AVD) and 670 were assigned to receive doxorubicin, bleomycin, vinblastine, and 
dacarbazine (ABVD). The primary end point was modified progression-free survival (the 
time to progression, death, or noncomplete response and use of subsequent anticancer 
therapy) as adjudicated by an independent review committee. The key secondary end 
point was overall survival. 
Results 
At a median follow-up of 24.6 months, 2-year modified progression-free survival rates in 
the A+AVD and ABVD groups were 82.1% (95% confidence interval [CI], 78.8 to 85.0) and 
77.2% (95% CI, 73.7 to 80.4), respectively, a difference of 4.9 percentage points (hazard 
ratio for an event of progression, death, or modified progression, 0.77; 95% CI, 0.60 to 
0.98; P=0.04). There were 28 deaths with A+AVD and 39 with ABVD (hazard ratio for 
interim overall survival, 0.73 [95% CI, 0.45 to 1.18]; P=0.20). All secondary efficacy end 
points trended in favor of A+AVD. Neutropenia occurred in 58% of the patients receiving 
A+AVD and in 45% of those receiving ABVD; in the A+AVD group, the rate of febrile 
neutropenia was lower among the 83 patients who received primary prophylaxis with 
granulocyte colony-stimulating factor than among those who did not (11% vs. 21%). 
Peripheral neuropathy occurred in 67% of patients in the A+AVD group and in 43% of 
patients in the ABVD group; 67% of patients in the A+AVD group who had peripheral 

http://www.nejm.org/doi/full/10.1056/NEJMoa1708984
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neuropathy had resolution or improvement at the last follow-up visit. Pulmonary toxicity of 
grade 3 or higher was reported in less than 1% of patients receiving A+AVD and in 3% of 
those receiving ABVD. Among the deaths that occurred during treatment, 7 of 9 in the 
A+AVD group were associated with neutropenia and 11 of 13 in the ABVD group were 
associated with pulmonary-related toxicity. 
Conclusions 
A+AVD had superior efficacy to ABVD in the treatment of patients with advanced-stage 
Hodgkin’s lymphoma, with a 4.9 percentage-point lower combined risk of progression, 
death, or noncomplete response and use of subsequent anticancer therapy at 2 years.  
________________________________________________________________________ 

 

Acute Myocardial Infarction after Laboratory-Confirmed Influenza Infection 
Jeffrey C. Kwong, Kevin L. Schwartz, Michael A. Campitelli, et al. 
N Engl J Med 2018; 378: 345-353 January 25, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1702090 
 
Abstract 
Background 
Acute myocardial infarction can be triggered by acute respiratory infections. Previous 
studies have suggested an association between influenza and acute myocardial infarction, 
but those studies used nonspecific measures of influenza infection or study designs that 
were susceptible to bias. We evaluated the association between laboratory-confirmed 
influenza infection and acute myocardial infarction. 
Methods 
We used the self-controlled case-series design to evaluate the association between 
laboratory-confirmed influenza infection and hospitalization for acute myocardial infarction. 
We used various high-specificity laboratory methods to confirm influenza infection in 
respiratory specimens, and we ascertained hospitalization for acute myocardial infarction 
from administrative data. We defined the “risk interval” as the first 7 days after respiratory 
specimen collection and the “control interval” as 1 year before and 1 year after the risk 
interval. 
Results 
We identified 364 hospitalizations for acute myocardial infarction that occurred within 1 
year before and 1 year after a positive test result for influenza. Of these, 20 (20.0 
admissions per week) occurred during the risk interval and 344 (3.3 admissions per week) 
occurred during the control interval. The incidence ratio of an admission for acute 
myocardial infarction during the risk interval as compared with the control interval was 6.05 
(95% confidence interval [CI], 3.86 to 9.50). No increased incidence was observed after 
day 7. Incidence ratios for acute myocardial infarction within 7 days after detection of 
influenza B, influenza A, respiratory syncytial virus, and other viruses were 10.11 (95% CI, 
4.37 to 23.38), 5.17 (95% CI, 3.02 to 8.84), 3.51 (95% CI, 1.11 to 11.12), and 2.77 (95% 
CI, 1.23 to 6.24), respectively. 
Conclusions 
We found a significant association between respiratory infections, especially influenza, and 
acute myocardial infarction. 
________________________________________________________________________ 

 

Glecaprevir–Pibrentasvir for 8 or 12 Weeks in HCV Genotype 1 or 3 Infection 
Stefan Zeuzem, Graham R. Foster, Stanley Wang, et al. 
N Engl J Med 2018; 378: 354-369 January 25, 2018 

http://www.nejm.org/doi/full/10.1056/NEJMoa1702090
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http://www.nejm.org/doi/full/10.1056/NEJMoa1702417 
 
Abstract 
Background 
Glecaprevir and pibrentasvir are direct-acting antiviral agents with pangenotypic activity 
and a high barrier to resistance. We evaluated the efficacy and safety of 8-week and 12-
week courses of treatment with 300 mg of glecaprevir plus 120 mg of pibrentasvir in 
patients without cirrhosis who had hepatitis C virus (HCV) genotype 1 or 3 infection. 
Methods 
We conducted two phase 3, randomized, open-label, multicenter trials. Patients with 
genotype 1 infection were randomly assigned in a 1:1 ratio to receive once-daily 
glecaprevir–pibrentasvir for either 8 or 12 weeks. Patients with genotype 3 infection were 
randomly assigned in a 2:1 ratio to receive 12 weeks of treatment with either glecaprevir–
pibrentasvir or sofosbuvir–daclatasvir. Additional patients with genotype 3 infection were 
subsequently enrolled and nonrandomly assigned to receive 8 weeks of treatment with 
glecaprevir–pibrentasvir. The primary end point was the rate of sustained virologic 
response 12 weeks after the end of treatment. 
Results 
In total, 1208 patients were treated. The rate of sustained virologic response at 12 weeks 
among genotype 1–infected patients was 99.1% (95% confidence interval [CI], 98 to 100) 
in the 8-week group and 99.7% (95% CI, 99 to 100) in the 12-week group. Genotype 3–
infected patients who were treated for 12 weeks had a rate of sustained virologic response 
at 12 weeks of 95% (95% CI, 93 to 98; 222 of 233 patients) with glecaprevir–pibrentasvir 
and 97% (95% CI, 93 to 99.9; 111 of 115) with sofosbuvir–daclatasvir; 8 weeks of 
treatment with glecaprevir–pibrentasvir yielded a rate of 95% (95% CI, 91 to 98; 149 of 
157 patients). Adverse events led to discontinuation of treatment in no more than 1% of 
patients in any treatment group. 
Conclusions 
Once-daily treatment with glecaprevir–pibrentasvir for either 8 weeks or 12 weeks 
achieved high rates of sustained virologic response among patients with HCV genotype 1 
or 3 infection who did not have cirrhosis. 

Back to Contents 
________________________________________________________________________ 

 
Sources  
 

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

JAMA: The Journal of the American Medical 
Association  

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

The Lancet www.thelancet.com 

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

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

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

http://www.nejm.org/doi/full/10.1056/NEJMoa1702417
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/
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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 
________________________________________________________________________ 

 

   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. 

 
Also provides access to 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 

________________________________________________________________________ 

 

Library Training Sessions 
 

 

Winter 2018 

 

                                  
 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 

https://openathens.nice.org.uk/
https://openathens.nice.org.uk/
http://www.derbyhospitalslibrary.co.uk/e-resources
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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  
________________________________________________________________________ 

 

 
 
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/ 

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