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BMJ (19 May 2018, Vol. 361, No. 8153)  
 
Dementia And Physical Activity (DAPA) trial of moderate to high intensity exercise 
training for people with dementia: Randomised controlled trial 
Sarah E Lamb, Bart Sheehan, Nicky Atherton, et al. on behalf of the DAPA Trial 
Investigators 
BMJ 2018; 361 (Published 16 May 2018) 
https://www.bmj.com/content/361/bmj.k1675 
 
Abstract 
Objective To estimate the effect of a moderate to high intensity aerobic and strength 
exercise training programme on cognitive impairment and other outcomes in people with 
mild to moderate dementia. 
Design Multicentre, pragmatic, investigator masked, randomised controlled trial. 
Setting National Health Service primary care, community and memory services, dementia 
research registers, and voluntary sector providers in 15 English regions. 
Participants 494 people with dementia: 329 were assigned to an aerobic and strength 
exercise programme and 165 were assigned to usual care. Random allocation was 2:1 in 
favour of the exercise arm. 
Interventions Usual care plus four months of supervised exercise and support for ongoing 
physical activity, or usual care only. Interventions were delivered in community gym 
facilities and NHS premises. 
Main outcome measures The primary outcome was score on the Alzheimer’s disease 
assessment scale-cognitive subscale (ADAS-cog) at 12 months. Secondary outcomes 
included activities of daily living, neuropsychiatric symptoms, health related quality of life, 
and carer quality of life and burden. Physical fitness (including the six minute walk test) 
was measured in the exercise arm during the intervention. 
Results The average age of participants was 77 (SD 7.9) years and 301/494 (61%) were 
men. By 12 months the mean ADAS-cog score had increased to 25.2 (SD 12.3) in the 
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exercise arm and 23.8 (SD 10.4) in the usual care arm (adjusted between group difference 
−1.4, 95% confidence interval −2.6 to −0.2, P=0.03). This indicates greater cognitive 
impairment in the exercise group, although the average difference is small and clinical 
relevance uncertain. No differences were found in secondary outcomes or preplanned 
subgroup analyses by dementia type (Alzheimer’s disease or other), severity of cognitive 
impairment, sex, and mobility. Compliance with exercise was good. Over 65% of 
participants (214/329) attended more than three quarters of scheduled sessions. Six 
minute walking distance improved over six weeks (mean change 18.1 m, 95% confidence 
interval 11.6 m to 24.6 m). 
Conclusion A moderate to high intensity aerobic and strength exercise training 
programme does not slow cognitive impairment in people with mild to moderate dementia. 
The exercise training programme improved physical fitness, but there were no noticeable 
improvements in other clinical outcomes. 
________________________________________________________________________ 

 
Risk of stroke and transient ischaemic attack in patients with a diagnosis of 
resolved atrial fibrillation: Retrospective cohort studies 
Nicola J Adderley, Krishnarajah Nirantharakumar, Tom Marshall 
BMJ 2018; 361 (Published 09 May 2018) 
https://www.bmj.com/content/361/bmj.k1717 
 
Abstract 
Objectives To determine rates of stroke or transient ischaemic attack (TIA) and all cause 
mortality in patients with a diagnosis of “resolved” atrial fibrillation compared to patients 
with unresolved atrial fibrillation and without atrial fibrillation. 
Design Two retrospective cohort studies. 
Setting General practices contributing to The Health Improvement Network, 1 January 
2000 to 15 May 2016. 
Participants Adults aged 18 years or more with no previous stroke or TIA: 11 159 with 
resolved atrial fibrillation, 15 059 controls with atrial fibrillation, and 22 266 controls without 
atrial fibrillation. 
Main outcome measures Primary outcome was incidence of stroke or TIA. Secondary 
outcome was all cause mortality. 
Results Adjusted incidence rate ratios for stroke or TIA in patients with resolved atrial 
fibrillation were 0.76 (95% confidence interval 0.67 to 0.85, P<0.001) versus controls with 
atrial fibrillation and 1.63 (1.46 to 1.83, P<0.001) versus controls without atrial fibrillation. 
Adjusted incidence rate ratios for mortality in patients with resolved atrial fibrillation were 
0.60 (0.56 to 0.65, P<0.001) versus controls with atrial fibrillation and 1.13 (1.06 to 1.21, 
P<0.001) versus controls without atrial fibrillation. When patients with resolved atrial 
fibrillation and documented recurrent atrial fibrillation were excluded the adjusted incidence 
rate ratio for stroke or TIA was 1.45 (1.26 to 1.67, P<0.001) versus controls without atrial 
fibrillation. 
Conclusion Patients with resolved atrial fibrillation remain at higher risk of stroke or TIA 
than patients without atrial fibrillation. The risk is increased even in those in whom 
recurrent atrial fibrillation is not documented. Guidelines should be updated to advocate 
continued use of anticoagulants in patients with resolved atrial fibrillation. 
________________________________________________________________________ 
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Associations of grip strength with cardiovascular, respiratory, and cancer outcomes 
and all cause mortality: Prospective cohort study of half a million UK Biobank 
participants 
Carlos A Celis-Morales, Paul Welsh, Donald M Lyall, et al. 
BMJ 2018; 361 (Published 08 May 2018) 
https://www.bmj.com/content/361/bmj.k1651 
 
Abstract 
Objective To investigate the association of grip strength with disease specific incidence 
and mortality and whether grip strength enhances the prediction ability of an established 
office based risk score. 
Design Prospective population based study. 
Setting UK Biobank. 
Participants 502 293 participants (54% women) aged 40-69 years. 
Main outcome measures All cause mortality as well as incidence of and mortality from 
cardiovascular disease, respiratory disease, chronic obstructive pulmonary disease, and 
cancer (all cancer, colorectal, lung, breast, and prostate). 
Results Of the participants included in analyses, 13 322 (2.7%) died over a mean of 7.1 
(range 5.3-9.9) years’ follow-up. In women and men, respectively, hazard ratios per 5 kg 
lower grip strength were higher (all at P<0.05) for all cause mortality (1.20, 95% 
confidence interval 1.17 to 1.23, and 1.16, 1.15 to 1.17) and cause specific mortality from 
cardiovascular disease (1.19, 1.13 to 1.25, and 1.22, 1.18 to 1.26), all respiratory disease 
(1.31, 1.22 to 1.40, and 1.24, 1.20 to 1.28), chronic obstructive pulmonary disease (1.24, 
1.05 to 1.47, and 1.19, 1.09 to 1.30), all cancer (1.17, 1.13 to 1.21, 1.10, 1.07 to 1.13), 
colorectal cancer (1.17, 1.04 to 1.32, and 1.18, 1.09 to 1.27), lung cancer (1.17, 1.07 to 
1.27, and 1.08, 1.03 to 1.13), and breast cancer (1.24, 1.10 to 1.39) but not prostate 
cancer (1.05, 0.96 to 1.15). Several of these relations had higher hazard ratios in the 
younger age group. Muscle weakness (defined as grip strength <26 kg for men and <16 kg 
for women) was associated with a higher hazard for all health outcomes, except colon 
cancer in women and prostate cancer and lung cancer in both men and women. The 
addition of handgrip strength improved the prediction ability, based on C index change, of 
an office based risk score (age, sex, diabetes diagnosed, body mass index, systolic blood 
pressure, and smoking) for all cause (0.013) and cardiovascular mortality (0.012) and 
incidence of cardiovascular disease (0.009). 
Conclusion Higher grip strength was associated with a range of health outcomes and 
improved prediction of an office based risk score. Further work on the use of grip strength 
in risk scores or risk screening is needed to establish its potential clinical utility. 
________________________________________________________________________ 

 
Role of obesity in smoking behaviour: Mendelian randomisation study in UK 
Biobank 
Carreras-Torres, Mattias Johansson, Philip C Haycock, et al. 
BMJ 2018; 361 (Published 16 May 2018) 
https://www.bmj.com/content/361/bmj.k1767 
 
Abstract 
Objective To determine whether body mass index, body fat percentage, and waist 
circumference influence smoking status and intensity. 
Design Mendelian randomisation study. 
Setting UK Biobank, with replication of results from the Tobacco and Genetics (TAG) 
consortium. 
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Participants European descent participants from the UK Biobank cohort (n=372 791) and 
the TAG consortium (n=74 035). 
Main outcome measures Risk of current and past smoking, number of cigarettes smoked 
per day, age of smoking initiation. 
Results The Mendelian randomisation analysis indicated that each standard deviation 
increment in body mass index (4.6) increased the risk of being a smoker (odds ratio 1.18 
(95% confidence interval 1.13 to 1.23), P<0.001). This association was replicated in the 
TAG consortium data (1.19 (1.06 to 1.33), P=0.003). Furthermore, each standard deviation 
increment in body mass index was estimated to increase smoking intensity by 0.88 
cigarettes per day (95% confidence interval 0.50 to 1.26, P<0.001) in UK Biobank and 
1.27 cigarettes per day in the TAG consortium (0.46 to 2.07, P=0.002). Similar results 
were also seen for body fat percentage and waist circumference in both UK Biobank and 
the TAG consortium data. 
Conclusions These results strongly suggest that higher adiposity influences smoking 
behaviour and could have implications for the implementation of public health interventions 
aiming to reduce the prevalence of these important risk factors. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (22-29 May 2018, Vol. 319, No. 
20) 
 
Effect of Vitamin D Supplementation on Recurrent Wheezing in Black Infants Who 
Were Born Preterm: The D-Wheeze Randomized Clinical Trial 
Anna Maria Hibbs, Kristie Ross, Leigh Ann Kerns, et al  
JAMA.  2018; 319 (20): 2086-2094.  
https://jamanetwork.com/journals/jama/article-abstract/2681745?redirect=true 
 
Abstract  
Importance Black infants born preterm face high rates of recurrent wheezing throughout 
infancy. Vitamin D supplementation has the potential to positively or negatively affect 
wheezing through modulation of the pulmonary and immune systems. 
Objective To assess the effectiveness of 2 vitamin D dosing strategies in preventing 
recurrent wheezing. 
Design, Setting, and Participants A randomized clinical trial enrolled 300 black infants 
born at 28 to 36 weeks’ gestation between January 2013 and January 2016 at 4 sites in 
the United States, and followed them up through March 2017. Randomization was 
stratified by site and maternal milk exposure. 
Interventions Patients were enrolled prior to discharge from the neonatal intensive care 
unit or newborn nursery and received open-label multivitamin until they were consuming 
200 IU/d of cholecalciferol from formula or fortifier added to human milk, after which they 
received either 400 IU/d of cholecalciferol until 6 months of age adjusted for prematurity 
(sustained supplementation) or placebo (diet-limited supplementation). One-hundred fifty 
three infants were randomized to the sustained group, and 147 were randomized to the 
diet-limited group. 
Main Outcomes and Measures Recurrent wheezing by 12 months’ adjusted age was the 
primary outcome. 
Results Among 300 patients who were randomized (mean gestational age, 33 weeks; 
median birth weight, 1.9 kg), 277 (92.3%) completed the trial. Recurrent wheezing was 
experienced by 31.1% of infants in the sustained supplementation group and 41.8% of 
infants in the diet-limited supplementation group (difference, −10.7% [95% CI, −27.4% to 
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−2.9%]; relative risk, 0.66 [95% CI, 0.47 to 0.94]). Upper and lower respiratory tract 
infections were among the most commonly reported adverse events. Upper respiratory 
infections were experienced by 84 of 153 infants (54.9%) in the sustained group and 83 of 
147 infants (56.5%) in the diet-limited group (difference, −1.6% [95% CI, −17.1% to 7.0%]). 
Lower respiratory infections were experienced by 33 of 153 infants (21.6%) in the 
sustained group and 37 of 147 infants (25.2%) in the diet-limited group (difference, −3.6% 
[95% CI, −16.4% to 4.4%]). 
Conclusions and Relevance Among black infants born preterm, sustained 
supplementation with vitamin D, compared with diet-limited supplementation, resulted in a 
reduced risk of recurrent wheezing by 12 months’ adjusted age. Future research is needed 
to better understand the mechanisms and longer-term effects of vitamin D 
supplementation on wheezing in children born preterm. 
________________________________________________________________________ 

 
Effect of More vs Less Frequent Follow-up Testing on Overall and Colorectal 
Cancer–Specific Mortality in Patients With Stage II or III Colorectal Cancer: The 
COLOFOL Randomized Clinical Trial 
Peer Wille-Jørgensen, Ingvar Syk, Kenneth Smedh, et al  
JAMA.  2018; 319 (20): 2095-2103.  
https://jamanetwork.com/journals/jama/fullarticle/2681744 
 
Abstract  
Importance Intensive follow-up of patients after curative surgery for colorectal cancer is 
common in clinical practice, but evidence of a survival benefit is limited. 
Objective   To examine overall mortality, colorectal cancer–specific mortality, and 
colorectal cancer–specific recurrence rates among patients with stage II or III colorectal 
cancer who were randomized after curative surgery to 2 alternative schedules for follow-up 
testing with computed tomography and carcinoembryonic antigen. 
Design, Setting, and Participants   Unblinded randomized trial including 2509 patients 
with stage II or III colorectal cancer treated at 24 centers in Sweden, Denmark, and 
Uruguay from January 2006 through December 2010 and followed up for 5 years; follow-
up ended on December 31, 2015. 
Interventions   Patients were randomized either to follow-up testing with computed 
tomography of the thorax and abdomen and serum carcinoembryonic antigen at 6, 12, 18, 
24, and 36 months after surgery (high-frequency group; n = 1253 patients) or at 12 and 36 
months after surgery (low-frequency group; n = 1256 patients.) 
Main Outcomes and Measures The primary outcomes were 5-year overall mortality and 
colorectal cancer–specific mortality rates. The secondary outcome was the colorectal 
cancer–specific recurrence rate. Both intention-to-treat and per-protocol analyses were 
performed. 
Results Among 2555 patients who were randomized, 2509 were included in the intention-
to-treat analysis (mean age, 63.5 years; 1128 women [45%]) and 2365 (94.3%) completed 
the trial. The 5-year overall patient mortality rate in the high-frequency group was 13.0% 
(161/1253) compared with 14.1% (174/1256) in the low-frequency group (risk difference, 
1.1% [95% CI, −1.6% to 3.8% ;]P . = 43 .) The 5-year colorectal cancer–specific mortality 
rate in the high-frequency group was 10.6% (128/1248) compared with 11.4% (137/1250) 
in the low-frequency group  ( risk difference, 0.8% [95% CI, −1.7% to 3.3% ;]P . = 52 .) The 
colorectal cancer–specific recurrence rate was 21.6% (265/1248) in the high-frequency 
group compared with 19.4% (238/1250) in the low-frequency group (risk difference, 2.2% 
[95% CI, −1.0% to 5.4% ;]P . = 15.)  
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Conclusions and Relevance   Among patients with stage II or III colorectal cancer, follow-
up testing with computed tomography and carcinoembryonic antigen more frequently 
compared with less frequently did not result in a significant rate reduction in 5-year overall 
mortality or colorectal cancer–specific mortality. 
________________________________________________________________________ 

 
Association Between Intensity of Posttreatment Surveillance Testing and Detection 
of Recurrence in Patients With Colorectal Cancer 
Rebecca A. Snyder, Chung-Yuan Hu, Amanda Cuddy, et al  
JAMA.  2018; 319 (20): 2104-2115.  
https://jamanetwork.com/journals/jama/fullarticle/2681746 
 
Abstract  
Importance Surveillance testing is performed after primary treatment for colorectal cancer 
(CRC), but it is unclear if the intensity of testing decreases time to detection of recurrence 
or affects patient survival. 
Objective To determine if intensity of posttreatment surveillance is associated with time to 
detection of CRC recurrence, rate of recurrence, resection for recurrence, or overall 
survival. 
Design, Setting, and Participants A retrospective cohort study of patient data abstracted 
from the medical record as part of a Commission on Cancer Special Study merged with 
records from the National Cancer Database. A random sample of patients (n=8529) 
diagnosed with stage I, II, or III CRC treated at a Commission on Cancer–accredited 
facilities (2006-2007) with follow-up through December 31, 2014. 
Exposures   Intensity of imaging and carcinoembryonic antigen (CEA) surveillance testing 
derived empirically at the facility level using the observed to expected ratio for surveillance 
testing during a 3-year observation period. 
Main Outcomes and Measure   The primary outcome was time to detection of CRC 
recurrence; secondary outcomes included rates of resection for recurrent disease and 
overall survival. 
Result   A total of 8529 patients (49% men; median age, 67 years) at 1175 facilities 
underwent surveillance imaging and CEA testing within 3 years after their initial CRC 
treatment. The cohort was distributed by stage as follows: stage I, 25.0%; stage II, 35.2%; 
and stage III, 39.8%. Patients treated at high-intensity facilities—4188 patients (49.1%) for 
imaging and 4136 (48.5%) for CEA testing—underwent a mean of 2.9 (95% CI, 2.8-2.9) 
imaging scans and a mean of 4.3 (95% CI, 4.2-4.4) CEA tests. Patients treated at low-
intensity facilities—4341 patients (50.8%) for imaging and 4393 (51.5%) for CEA testing—
underwent a mean of 1.6 (95% CI, 1.6-1.7) imaging scans and a mean of 1.6 (95% CI, 1.6-
1.7) CEA tests. Imaging and CEA surveillance intensity were not associated with a 
significant difference in time to detection of cancer recurrence. The median time to 
detection of recurrence was 15.1 months (IQR, 8.2-26.3) for patients treated at facilities 
with high-intensity imaging surveillance and 16.0 months (IQR, 7.9-27.2) with low-intensity 
imaging surveillance (difference, −0.95 months; 95% CI, −2.59 to 0.68; HR, 0.99; 95% CI, 
0.90-1.09) and was 15.9 months (IQR, 8.5-27.5) for patients treated at facilities with high-
intensity CEA testing and 15.3 months (IQR, 7.9-25.7) with low-intensity CEA testing 
(difference, 0.59 months; 95% CI, −1.33 to 2.51; HR, 1.00; 95% CI, 0.90-1.11). No 
significant difference existed in rates of resection for cancer recurrence (HR for imaging, 
1.22; 95% CI, 0.99-1.51 and HR for CEA testing, 1.12; 95% CI, 0.91-1.39) or overall 
survival (HR for imaging, 1.01; 95% CI, 0.94-1.08 and HR for CEA testing, 0.96; 95% CI, 
0.89-1.03) among patients treated at facilities with high- vs low-intensity imaging or CEA 
testing surveillance. 
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Conclusions and Relevance Among patients treated for stage I, II, or III CRC, there was 
no significant association between surveillance intensity and detection of recurrence. 
________________________________________________________________________ 

 
Association of Surgical Left Atrial Appendage Occlusion With Subsequent Stroke 
and Mortality Among Patients Undergoing Cardiac Surgery 
Xiaoxi Yao, Bernard J. Gersh, David R. Holmes Jr, et al  
JAMA.  2018; 319 (20): 2116-2126.  
https://jamanetwork.com/journals/jama/article-abstract/2681747?redirect=true 
 
Abstract  
Importance Surgical occlusion of the left atrial appendage (LAAO) may be performed 
during concurrent cardiac surgery. However, few data exist on the association of LAAO 
with long-term risk of stroke, and some evidence suggests that this procedure may be 
associated with subsequent development of atrial fibrillation (AF). 
Objective To evaluate the association of surgical LAAO performed during cardiac surgery 
with risk of stroke, mortality, and development of subsequent AF. 
Design, Setting, and Participants  Retrospective cohort study using a large US 
administrative database that contains data from adult patients (≥18 years) with private 
insurance or Medicare Advantage who underwent coronary artery bypass graft (CABG) or 
valve surgery between January 1, 2009, and March 30, 2017, with final follow-up on March 
31, 2017. One-to-one propensity score matching was used to balance patients on 76 
dimensions to compare those with vs without LAAO, stratified by history of prior AF at the 
time of surgery. 
Exposures Surgical LAAO vs no surgical LAAO during cardiac surgery. 
Main Outcomes and Measures  The primary outcomes were stroke (ie, ischemic stroke 
or systemic embolism) and all-cause mortality. The secondary outcomes were 
postoperative AF (AF within 30 days after surgery among patients without prior AF) and 
long-term AF-related health utilization (event rates of outpatient visits and hospitalizations). 
Results Among 75 782 patients who underwent cardiac surgery (mean age, 66.0 [SD, 
11.2] years; 2 2091 [29.2%] women, 25 721 [33.9%] with preexisting AF), 4374 (5.8%) 
underwent concurrent LAAO, and mean follow-up was 2.1 (SD, 1.9) years. In the 8590 
propensity score–matched patients, LAAO was associated with a reduced risk of stroke 
(1.14 vs 1.59 events per 100 person-years; hazard ratio [HR], 0.73 [95% CI, 0.56-0.96]; 
P = .03) and mortality (3.01 vs 4.30 events per 100 person-years; HR, 0.71 [95% CI, 0.60-
0.84]; P < .001). LAAO was associated with higher rates of AF-related outpatient visits 
(11.96 vs 10.26 events per person-year; absolute difference, 1.70 [95% CI, 1.60-1.80] 
events per person-year; rate ratio, 1.17 [95% CI, 1.10-1.24]; P < .001) and hospitalizations 
(0.36 vs 0.32 event per person-year; absolute difference, 0.04 [95% CI, 0.02-0.06] event 
per person-year; rate ratio, 1.13 [95% CI, 1.05-1.21]; P = .002). In patients with prior AF 
(6438/8590 [74.9%]) with vs without LAAO, risk of stroke was 1.11 vs 1.71 events per 100 
person-years (HR, 0.68 [95% CI, 0.50-0.92]; P = .01) and risk of mortality was 3.22 vs 4.93 
events per 100 person-years (HR, 0.67 [95% CI, 0.56-0.80]; P < .001), respectively. In 
patients without prior AF (2152/8590 [25.1%]) with vs without LAAO, risk of stroke was 
1.23 vs 1.26 events per 100 person-years (HR, 0.95 [95% CI, 0.54-1.68]), risk of mortality 
was 2.30 vs 2.49 events per 100 person-years (HR, 0.92 [95% CI, 0.61-1.37]), and risk of 
postoperative AF was 27.7% vs 20.2% events per 100 person-years (HR, 1.46 [95% CI, 
1.22-1.73]; P < .001). The interaction term between prior AF and LAAO was not significant 
(P = .29 for stroke and P = .16 for mortality). 
Conclusions and Relevance Among patients undergoing cardiac surgery, concurrent 
surgical LAAO, compared with no surgical LAAO, was associated with reduced risk of 
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subsequent stroke and all-cause mortality. Further research, including from randomized 
clinical trials, is needed to more definitively determine the role of surgical LAAO. 

Back to Contents 
________________________________________________________________________ 

 
The Lancet (19 May 2018, Vol. 391, No. 10134) 
 
Drug-eluting stents versus bare-metal stents in saphenous vein grafts: A double-
blind, randomised trial 
Emmanouil S Brilakis, Robert Edson, Deepak L Bhatt, et al. for the DIVA Trial 
Investigators 
The Lancet: Volume 391, No. 10134, p1997–2007, 19 May 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30801-8/fulltext 
 
Summary 
Background 
Few studies have examined the efficacy of drug-eluting stents (DES) for reducing 
aortocoronary saphenous vein bypass graft (SVG) failure compared with bare-metal stents 
(BMS) in patients undergoing stenting of de-novo SVG lesions. We assessed the risks and 
benefits of the use of DES versus BMS in de-novo SVG lesions. 
Methods 
Patients were recruited to our double-blind, randomised controlled trial from 25 US 
Department of Veterans Affairs centres. Eligible participants were aged at least 18 years 
and had at least one significant de-novo SVG lesion (50–99% stenosis of a 2·25–4·5 mm 
diameter SVG) requiring percutaneous coronary intervention with intent to use embolic 
protection devices. Enrolled patients were randomly assigned, in a 1:1 ratio, by phone 
randomisation system to receive a DES or BMS. Randomisation was stratified by 
presence or absence of diabetes and number of target SVG lesions requiring 
percutaneous coronary intervention (one or two or more) within each participating site by 
use of an adaptive scheme intended to balance the two stent type groups on marginal 
totals for the stratification factors. Patients, referring physicians, study coordinators, and 
outcome assessors were masked to group allocation. The primary endpoint was the 12-
month incidence of target vessel failure, defined as the composite of cardiac death, target 
vessel myocardial infarction, or target vessel revascularisation. The DIVA trial is registered 
with ClinicalTrials.gov, number NCT01121224. 
Findings 
Between Jan 1, 2012, and Dec 31, 2015, 599 patients were randomly assigned to the 
stent groups, and the data for 597 patients were used. The patients' mean age was 68·6 
(SD 7·6) years, and 595 (>99%) patients were men. The two stent groups were similar for 
most baseline characteristics. At 12 months, the incidence of target vessel failure was 17% 
(51 of 292) in the DES group versus 19% (58 of 305) in the BMS group (adjusted hazard 
ratio 0·92, 95% CI 0·63–1·34, p=0·70). Between-group differences in the components of 
the primary endpoint, serious adverse events, or stent thrombosis were not significant. 
Enrolment was stopped before the revised target sample size of 762 patients was 
reached. 
Interpretation 
In patients undergoing stenting of de-novo SVG lesions, no significant differences in 
outcomes between those receiving DES and BMS during 12 months of follow-up were 
found. The study results have important economic implications in countries with high DES 
prices such as the USA, because they suggest that the lower-cost BMS can be used in 
SVG lesions without compromising either safety or efficacy. 
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Child mortality in England compared with Sweden: A birth cohort study 
Ania Zylbersztejn, Ruth Gilbert, Anders Hjern, et al. 
The Lancet: Volume 391, No. 10134, p2008–2018, 19 May 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30670-6/fulltext 
 
Summary 
Background 
Child mortality is almost twice as high in England compared with Sweden. We aimed to 
establish the extent to which adverse birth characteristics and socioeconomic factors 
explain this difference. 
Methods 
We developed nationally representative cohorts of singleton livebirths between Jan 1, 
2003, and Dec 31, 2012, using the Hospital Episode Statistics in England, and the 
Swedish Medical Birth Register in Sweden, with longitudinal follow-up from linked hospital 
admissions and mortality records. We analysed mortality as the outcome, based on deaths 
from any cause at age 2–27 days, 28–364 days, and 1–4 years. We fitted Cox proportional 
hazard regression models to estimate the hazard ratios (HRs) for England compared with 
Sweden in all three age groups. The models were adjusted for birth characteristics 
(gestational age, birthweight, sex, and congenital anomalies), and for socioeconomic 
factors (maternal age and socioeconomic status). 
Findings 
The English cohort comprised 3 932 886 births and 11 392 deaths and the Swedish cohort 
comprised 1 013 360 births and 1927 deaths. The unadjusted HRs for England compared 
with Sweden were 1·66 (95% CI 1·53–1·81) at 2–27 days, 1·59 (1·47–1·71) at 28–364 
days, and 1·27 (1·15–1·40) at 1–4 years. At 2–27 days, 77% of the excess risk of death in 
England was explained by birth characteristics and a further 3% by socioeconomic factors. 
At 28–364 days, 68% of the excess risk of death in England was explained by birth 
characteristics and a further 11% by socioeconomic factors. At 1–4 years, the adjusted HR 
did not indicate a significant difference between countries. 
Interpretation 
Excess child mortality in England compared with Sweden was largely explained by the 
unfavourable distribution of birth characteristics in England. Socioeconomic factors 
contributed to these differences through associations with adverse birth characteristics and 
increased mortality after 1 month of age. Policies to reduce child mortality in England could 
have most impact by reducing adverse birth characteristics through improving the health of 
women before and during pregnancy and reducing socioeconomic disadvantage. 
________________________________________________________________________ 

 
Practice patterns and outcomes after stroke across countries at different economic 
levels (INTERSTROKE): An international observational study 
Peter Langhorne, Martin J O'Donnell, Siu Lim Chin, et al. on behalf of the show 
INTERSTROKE collaborators 
The Lancet: Volume 391, No. 10134, p2019–2027, 19 May 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30802-X/fulltext 
 
Summary 
Background 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30670-6/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30802-X/fulltext
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Stroke disproportionately affects people in low-income and middle-income countries. 
Although improvements in stroke care and outcomes have been reported in high-income 
countries, little is known about practice and outcomes in low and middle-income countries. 
We aimed to compare patterns of care available and their association with patient 
outcomes across countries at different economic levels. 
Methods 
We studied the patterns and effect of practice variations (ie, treatments used and access 
to services) among participants in the INTERSTROKE study, an international 
observational study that enrolled 13 447 stroke patients from 142 clinical sites in 32 
countries between Jan 11, 2007, and Aug 8, 2015. We supplemented patient data with a 
questionnaire about health-care and stroke service facilities at all participating hospitals. 
Using univariate and multivariate regression analyses to account for patient casemix and 
service clustering, we estimated the association between services available, treatments 
given, and patient outcomes (death or dependency) at 1 month. 
Findings 
We obtained full information for 12 342 (92%) of 13 447 INTERSTROKE patients, from 
108 hospitals in 28 countries; 2576 from 38 hospitals in ten high-income countries and 
9766 from 70 hospitals in 18 low and middle-income countries. Patients in low-income and 
middle-income countries more often had severe strokes, intracerebral haemorrhage, 
poorer access to services, and used fewer investigations and treatments (p<0·0001) than 
those in high-income countries, although only differences in patient characteristics 
explained the poorer clinical outcomes in low and middle-income countries. However 
across all countries, irrespective of economic level, access to a stroke unit was associated 
with improved use of investigations and treatments, access to other rehabilitation services, 
and improved survival without severe dependency (odds ratio [OR] 1·29; 95% CI 1·14–
1·44; all p<0·0001), which was independent of patient casemix characteristics and other 
measures of care. Use of acute antiplatelet treatment was associated with improved 
survival (1·39; 1·12–1·72) irrespective of other patient and service characteristics. 
Interpretation 
Evidence-based treatments, diagnostics, and stroke units were less commonly available or 
used in low and middle-income countries. Access to stroke units and appropriate use of 
antiplatelet treatment were associated with improved recovery. Improved care and facilities 
in low-income and middle-income countries are essential to improve outcomes. 

Back to Contents 
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The New England Journal of Medicine (17 May 2018, Vol. 378, No. 20) 
 
Inhaled Combined Budesonide–Formoterol as Needed in Mild Asthma 
Paul M. O’Byrne, J. Mark FitzGerald, Eric D. Bateman, et al. 
N Engl J Med 2018; 378: 1865-1876 May 17, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1715274 
 
Abstract 
Background 
In patients with mild asthma, as-needed use of an inhaled glucocorticoid plus a fast-acting 
β2-agonist may be an alternative to conventional treatment strategies. 
Methods 
We conducted a 52-week, double-blind trial involving patients 12 years of age or older with 
mild asthma. Patients were randomly assigned to one of three regimens: twice-daily 
placebo plus terbutaline (0.5 mg) used as needed (terbutaline group), twice-daily placebo 

https://www.nejm.org/doi/full/10.1056/NEJMoa1715274
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plus budesonide–formoterol (200 μg of budesonide and 6 μg of formoterol) used as 
needed (budesonide–formoterol group), or twice-daily budesonide (200 μg) plus 
terbutaline used as needed (budesonide maintenance group). The primary objective was 
to investigate the superiority of as-needed budesonide–formoterol to as-needed terbutaline 
with regard to electronically recorded weeks with well-controlled asthma. 
Results 
A total of 3849 patients underwent randomization, and 3836 (1277 in the terbutaline group, 
1277 in the budesonide–formoterol group, and 1282 in the budesonide maintenance 
group) were included in the full analysis and safety data sets. With respect to the mean 
percentage of weeks with well-controlled asthma per patient, budesonide–formoterol was 
superior to terbutaline (34.4% vs. 31.1% of weeks; odds ratio, 1.14; 95% confidence 
interval [CI], 1.00 to 1.30; P=0.046) but inferior to budesonide maintenance therapy 
(34.4% and 44.4%, respectively; odds ratio, 0.64; 95% CI, 0.57 to 0.73). The annual rate 
of severe exacerbations was 0.20 with terbutaline, 0.07 with budesonide–formoterol, and 
0.09 with budesonide maintenance therapy; the rate ratio was 0.36 (95% CI, 0.27 to 0.49) 
for budesonide–formoterol versus terbutaline and 0.83 (95% CI, 0.59 to 1.16) for 
budesonide–formoterol versus budesonide maintenance therapy. The rate of adherence in 
the budesonide maintenance group was 78.9%. The median metered daily dose of inhaled 
glucocorticoid in the budesonide–formoterol group (57 μg) was 17% of the dose in the 
budesonide maintenance group (340 μg). 
Conclusions 
In patients with mild asthma, as-needed budesonide–formoterol provided superior asthma-
symptom control to as-needed terbutaline, assessed according to electronically recorded 
weeks with well-controlled asthma, but was inferior to budesonide maintenance therapy. 
Exacerbation rates with the two budesonide-containing regimens were similar and were 
lower than the rate with terbutaline. Budesonide–formoterol used as needed resulted in 
substantially lower glucocorticoid exposure than budesonide maintenance therapy.  
________________________________________________________________________ 

 
As-Needed Budesonide–Formoterol versus Maintenance Budesonide in Mild 
Asthma 
Eric D. Bateman, Helen K. Reddel, Paul M. O’Byrne, et al. 
N Engl J Med 2018; 378: 1877-1887 May 17, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1715275 
 
Abstract 
Background 
Patients with mild asthma often rely on inhaled short-acting β2-agonists for symptom relief 
and have poor adherence to maintenance therapy. Another approach might be for patients 
to receive a fast-acting reliever plus an inhaled glucocorticoid component on an as-needed 
basis to address symptoms and exacerbation risk. 
Methods 
We conducted a 52-week, double-blind, multicenter trial involving patients 12 years of age 
or older who had mild asthma and were eligible for treatment with regular inhaled 
glucocorticoids. Patients were randomly assigned to receive twice-daily placebo plus 
budesonide–formoterol (200 μg of budesonide and 6 μg of formoterol) used as needed or 
budesonide maintenance therapy with twice-daily budesonide (200 μg) plus terbutaline 
(0.5 mg) used as needed. The primary analysis compared budesonide–formoterol used as 
needed with budesonide maintenance therapy with regard to the annualized rate of severe 
exacerbations, with a prespecified noninferiority limit of 1.2. Symptoms were assessed 

https://www.nejm.org/doi/full/10.1056/NEJMoa1715275
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according to scores on the Asthma Control Questionnaire–5 (ACQ-5) on a scale from 0 
(no impairment) to 6 (maximum impairment). 
Results 
A total of 4215 patients underwent randomization, and 4176 (2089 in the budesonide–
formoterol group and 2087 in the budesonide maintenance group) were included in the full 
analysis set. Budesonide–formoterol used as needed was noninferior to budesonide 
maintenance therapy for severe exacerbations; the annualized rate of severe 
exacerbations was 0.11 (95% confidence interval [CI], 0.10 to 0.13) and 0.12 (95% CI, 
0.10 to 0.14), respectively (rate ratio, 0.97; upper one-sided 95% confidence limit, 1.16). 
The median daily metered dose of inhaled glucocorticoid was lower in the budesonide–
formoterol group (66 μg) than in the budesonide maintenance group (267 μg). The time to 
the first exacerbation was similar in the two groups (hazard ratio, 0.96; 95% CI, 0.78 to 
1.17). The change in ACQ-5 score showed a difference of 0.11 units (95% CI, 0.07 to 
0.15) in favor of budesonide maintenance therapy. 
Conclusions 
In patients with mild asthma, budesonide–formoterol used as needed was noninferior to 
twice-daily budesonide with respect to the rate of severe asthma exacerbations during 52 
weeks of treatment but was inferior in controlling symptoms. Patients in the budesonide–
formoterol group had approximately one quarter of the inhaled glucocorticoid exposure of 
those in the budesonide maintenance group.  
________________________________________________________________________ 

 
Effect of Cannabidiol on Drop Seizures in the Lennox–Gastaut Syndrome 
Orrin Devinsky, Anup D. Patel, J. Helen Cross, et al. for the GWPCARE3 Study Group 
N Engl J Med 2018; 378:1888-1897 May 17, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1714631 
 
Abstract 
Background 
Cannabidiol has been used for treatment-resistant seizures in patients with severe early-
onset epilepsy. We investigated the efficacy and safety of cannabidiol added to a regimen 
of conventional antiepileptic medication to treat drop seizures in patients with the Lennox–
Gastaut syndrome, a severe developmental epileptic encephalopathy. 
Methods 
In this double-blind, placebo-controlled trial conducted at 30 clinical centers, we randomly 
assigned patients with the Lennox–Gastaut syndrome (age range, 2 to 55 years) who had 
had two or more drop seizures per week during a 28-day baseline period to receive 
cannabidiol oral solution at a dose of either 20 mg per kilogram of body weight (20-mg 
cannabidiol group) or 10 mg per kilogram (10-mg cannabidiol group) or matching placebo, 
administered in two equally divided doses daily for 14 weeks. The primary outcome was 
the percentage change from baseline in the frequency of drop seizures (average per 28 
days) during the treatment period. 
Results 
A total of 225 patients were enrolled; 76 patients were assigned to the 20-mg cannabidiol 
group, 73 to the 10-mg cannabidiol group, and 76 to the placebo group. During the 28-day 
baseline period, the median number of drop seizures was 85 in all trial groups combined. 
The median percent reduction from baseline in drop-seizure frequency during the 
treatment period was 41.9% in the 20-mg cannabidiol group, 37.2% in the 10-mg 
cannabidiol group, and 17.2% in the placebo group (P=0.005 for the 20-mg cannabidiol 
group vs. placebo group, and P=0.002 for the 10-mg cannabidiol group vs. placebo 
group). The most common adverse events among the patients in the cannabidiol groups 

https://www.nejm.org/doi/full/10.1056/NEJMoa1714631
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were somnolence, decreased appetite, and diarrhea; these events occurred more 
frequently in the higher-dose group. Six patients in the 20-mg cannabidiol group and 1 
patient in the 10-mg cannabidiol group discontinued the trial medication because of 
adverse events and were withdrawn from the trial. Fourteen patients who received 
cannabidiol (9%) had elevated liver aminotransferase concentrations. 
Conclusions 
Among children and adults with the Lennox–Gastaut syndrome, the addition of cannabidiol 
at a dose of 10 mg or 20 mg per kilogram per day to a conventional antiepileptic regimen 
resulted in greater reductions in the frequency of drop seizures than placebo. Adverse 
events with cannabidiol included elevated liver aminotransferase concentrations.  
________________________________________________________________________ 

 
Study of Intraventricular Cerliponase Alfa for CLN2 Disease 
Angela Schulz, Temitayo Ajayi, Nicola Specchio, et al. for the CLN2 Study Group 
N Engl J Med 2018; 378:1898-1907 May 17, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1712649 
 
Abstract 
Background 
Recombinant human tripeptidyl peptidase 1 (cerliponase alfa) is an enzyme-replacement 
therapy that has been developed to treat neuronal ceroid lipofuscinosis type 2 (CLN2) 
disease, a rare lysosomal disorder that causes progressive dementia in children. 
Methods 
In a multicenter, open-label study, we evaluated the effect of intraventricular infusion of 
cerliponase alfa every 2 weeks in children with CLN2 disease who were between the ages 
of 3 and 16 years. Treatment was initiated at a dose of 30 mg, 100 mg, or 300 mg; all the 
patients then received the 300-mg dose for at least 96 weeks. The primary outcome was 
the time until a 2-point decline in the score on the motor and language domains of the 
CLN2 Clinical Rating Scale (which ranges from 0 to 6, with 0 representing no function and 
3 representing normal function in each of the two domains), which was compared with the 
time until a 2-point decline in 42 historical controls. We also compared the rate of decline 
in the motor–language score between the two groups, using data from baseline to the last 
assessment with a score of more than 0, divided by the length of follow-up (in units of 48 
weeks). 
Results 
Twenty-four patients were enrolled, 23 of whom constituted the efficacy population. The 
median time until a 2-point decline in the motor–language score was not reached for 
treated patients and was 345 days for historical controls. The mean (±SD) unadjusted rate 
of decline in the motor–language score per 48-week period was 0.27±0.35 points in 
treated patients and 2.12±0.98 points in 42 historical controls (mean difference, 1.85; 
P<0.001). Common adverse events included convulsions, pyrexia, vomiting, 
hypersensitivity reactions, and failure of the intraventricular device. In 2 patients, infections 
developed in the intraventricular device that was used to administer the infusion, which 
required antibiotic treatment and device replacement. 
Conclusions 
Intraventricular infusion of cerliponase alfa in patients with CLN2 disease resulted in less 
decline in motor and language function than that in historical controls. Serious adverse 
events included failure of the intraventricular device and device-related infections. 
________________________________________________________________________ 
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Canakinumab for the Treatment of Autoinflammatory Recurrent Fever Syndromes 
Fabrizio De Benedetti, Marco Gattorno, Jordi Anton, et al 
N Engl J Med 2018; 378:1908-1919 May 17, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1706314 
 
Abstract 
Background 
Familial Mediterranean fever, mevalonate kinase deficiency (also known as the 
hyperimmunoglobulinemia D syndrome), and the tumor necrosis factor receptor–
associated periodic syndrome (TRAPS) are monogenic autoinflammatory diseases 
characterized by recurrent fever flares. 
Methods 
We randomly assigned patients with genetically confirmed colchicine-resistant familial 
Mediterranean fever, mevalonate kinase deficiency, or TRAPS at the time of a flare to 
receive 150 mg of canakinumab subcutaneously or placebo every 4 weeks. Patients who 
did not have a resolution of their flare received an add-on injection of 150 mg of 
canakinumab. The primary outcome was complete response (resolution of flare and no 
flare until week 16). In the subsequent phase up to week 40, patients who had a complete 
response underwent a second randomization to receive canakinumab or placebo every 8 
weeks. Patients who underwent a second randomization and had a subsequent flare and 
all other patients received open-label canakinumab. 
Results 
At week 16, significantly more patients receiving canakinumab had a complete response 
than those receiving placebo: 61% vs. 6% of patients with colchicine-resistant familial 
Mediterranean fever (P<0.001), 35% versus 6% of those with mevalonate kinase 
deficiency (P=0.003), and 45% versus 8% of those with TRAPS (P=0.006). The inclusion 
of patients whose dose was increased to 300 mg every 4 weeks yielded a complete 
response in 71% of those with colchicine-resistant familial Mediterranean fever, 57% of 
those with mevalonate kinase deficiency, and 73% of those with TRAPS. After week 16, 
an extended dosing regimen (every 8 weeks) maintained disease control in 46% of 
patients with colchicine-resistant familial Mediterranean fever, 23% of those with 
mevalonate kinase deficiency, and 53% of those with TRAPS. Among patients who 
received canakinumab, the most frequently reported adverse events were infections 
(173.3, 313.5, and 148.0 per 100 patient-years among patients with colchicine-resistant 
familial Mediterranean fever, those with mevalonate kinase deficiency, and those with 
TRAPS, respectively), with a few being serious infections (6.6, 13.7, and 0.0 per 100 
patient-years). 
Conclusions 
In this trial, canakinumab was effective in controlling and preventing flares in patients with 
colchicine-resistant familial Mediterranean fever, mevalonate kinase deficiency, and 
TRAPS. 
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BMJ: British Medical Journal http://www.bmj.com/theBMJ 

JAMA: The Journal of the American Medical 
Association  

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

