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BMJ (3 February 2018, Vol. 360, No. 8139)  
 
Migraine and risk of cardiovascular diseases: Danish population based matched 
cohort study 
BMJ 2018; 360 :k96 (Published 31 January 2018) 
Kasper Adelborg, Szimonetta Komjáthiné Szépligeti, Louise Holland-Bill, et al. 
http://www.bmj.com/content/360/bmj.k96 
 
Abstract 
Objective To examine the risks of myocardial infarction, stroke (ischaemic and 
haemorrhagic), peripheral artery disease, venous thromboembolism, atrial fibrillation or 
atrial flutter, and heart failure in patients with migraine and in a general population 
comparison cohort. 
Design Nationwide, population based cohort study. 
Setting All Danish hospitals and hospital outpatient clinics from 1995 to 2013. 
Participants 51 032 patients with migraine and 510 320 people from the general 
population matched on age, sex, and calendar year. 
Main outcome measures Comorbidity adjusted hazard ratios of cardiovascular outcomes 
based on Cox regression analysis. 
Results Higher absolute risks were observed among patients with incident migraine than 
in the general population across most outcomes and follow-up periods. After 19 years of 
follow-up, the cumulative incidences per 1000 people for the migraine cohort compared 
with the general population were 25 v 17 for myocardial infarction, 45 v 25 for ischaemic 
stroke, 11 v 6 for haemorrhagic stroke, 13 v 11 for peripheral artery disease, 27 v 18 for 
venous thromboembolism, 47 v 34 for atrial fibrillation or atrial flutter, and 19 v 18 for heart 
failure. Correspondingly, migraine was positively associated with myocardial infarction 
(adjusted hazard ratio 1.49, 95% confidence interval 1.36 to 1.64), ischaemic stroke (2.26, 
2.11 to 2.41), and haemorrhagic stroke (1.94, 1.68 to 2.23), as well as venous 
thromboembolism (1.59, 1.45 to 1.74) and atrial fibrillation or atrial flutter (1.25, 1.16 to 
1.36). No meaningful association was found with peripheral artery disease (adjusted 
hazard ratio 1.12, 0.96 to 1.30) or heart failure (1.04, 0.93 to 1.16). The associations, 
particularly for stroke outcomes, were stronger during the short term (0-1 years) after 
diagnosis than the long term (up to 19 years), in patients with aura than in those without 
aura, and in women than in men. In a subcohort of patients, the associations persisted 
after additional multivariable adjustment for body mass index and smoking. 
Conclusions Migraine was associated with increased risks of myocardial infarction, 
ischaemic stroke, haemorrhagic stroke, venous thromboembolism, and atrial fibrillation or 
atrial flutter. Migraine may be an important risk factor for most cardiovascular diseases. 

http://www.bmj.com/content/360/bmj.k96
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Cancer risk associated with chronic diseases and disease markers: prospective 
cohort study 
Huakang Tu, Chi Pang Wen, Shan Pou Tsai, et al. 
BMJ 2018; 360 :k134 (Published 31 January 2018) 
http://www.bmj.com/content/360/bmj.k134 
 
Abstract 
Objectives To assess the independent and joint associations of major chronic diseases 
and disease markers with cancer risk and to explore the benefit of physical activity in 
reducing the cancer risk associated with chronic diseases and disease markers. 
Design Prospective cohort study. 
Setting Standard medical screening program in Taiwan. 
Participants 405 878 participants, for whom cardiovascular disease markers (blood 
pressure, total cholesterol, and heart rate), diabetes, chronic kidney disease markers 
(proteinuria and glomerular filtration rate), pulmonary disease, and gouty arthritis marker 
(uric acid) were measured or diagnosed according to standard methods, were followed for 
an average of 8.7 years. 
Main outcome measures Cancer incidence and cancer mortality. 
Results A statistically significantly increased risk of incident cancer was observed for the 
eight diseases and markers individually (except blood pressure and pulmonary disease), 
with adjusted hazard ratios ranging from 1.07 to 1.44. All eight diseases and markers were 
statistically significantly associated with risk of cancer death, with adjusted hazard ratios 
ranging from 1.12 to 1.70. Chronic disease risk scores summarizing the eight diseases 
and markers were positively associated with cancer risk in a dose-response manner, with 
the highest scores associated with a 2.21-fold (95% confidence interval 1.77-fold to 2.75-
fold) and 4.00-fold (2.84-fold to 5.63-fold) higher cancer incidence and cancer mortality, 
respectively. High chronic disease risk scores were associated with substantial years of 
life lost, and the highest scores were associated with 13.3 years of life lost in men and 
15.9 years of life lost in women. The population attributable fractions of cancer incidence 
or cancer mortality from the eight chronic diseases and markers together were comparable 
to those from five major lifestyle factors combined (cancer incidence: 20.5% v 24.8%; 
cancer mortality: 38.9% v 39.7%). Among physically active (versus inactive) participants, 
the increased cancer risk associated with chronic diseases and markers was attenuated 
by 48% for cancer incidence and 27% for cancer mortality. 
Conclusions Chronic disease is an overlooked risk factor for cancer, as important as five 
major lifestyle factors combined. In this study, chronic diseases contributed to more than 
one fifth of the risk for incident cancer and more than one third of the risk for cancer death. 
Physical activity is associated with a nearly 40% reduction in the cancer risk associated 
with chronic diseases. 
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Association of Preoperatively Diagnosed Patent Foramen Ovale With Perioperative 
Ischemic Stroke 
Pauline Y. Ng, Andrew K.-Y. Ng, Balachundhar Subramaniam, et al 
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JAMA. 2018;319(5):452-462. doi:10.1001/jama.2017.21899 
https://jamanetwork.com/journals/jama/fullarticle/2671466 
 
Abstract 
Importance Perioperative stroke is a major complication for patients undergoing surgery. 
Patent foramen ovale (PFO) represents a possible anatomical link between venous 
thrombosis and stroke. 
Objective To determine whether a preoperatively diagnosed PFO is associated with 
increased risk of perioperative ischemic stroke. 
Design, Setting, and Participants Retrospective cohort study from Massachusetts 
General Hospital and 2 affiliated community hospitals between January 1, 2007, and 
December 31, 2015. Participants were 182 393 consecutive adults undergoing noncardiac 
surgery with general anesthesia. 
Exposures Preoperatively diagnosed PFO. 
Main Outcomes and Measures Perioperative ischemic stroke occurring within 30 days of 
surgery; stroke subtype by Oxfordshire Community Stroke Project classification and stroke 
severity by National Institute of Health Stroke Scale (NIHSS). 
Results Among the 150 198 patient cases analyzed (median [SD] age, 55 [16] years), 
1540 (1.0%) had a diagnosis of PFO before surgery. A total of 850 (0.6%) ischemic 
strokes occurred within 30 days of surgery (49 [3.2%] among patients with PFO and 801 
[0.5%] among patients without PFO). In adjusted analyses, patients with PFO had an 
increased risk of ischemic stroke compared with patients without PFO (odds ratio, 2.66 
[95% CI, 1.96-3.63]; P < .001). The estimated risks of stroke were 5.9 for every 1000 
patients with PFO and 2.2 for every 1000 patients without PFO (adjusted absolute risk 
difference, 0.4% [95% CI, 0.2%-0.6%). Patients with PFO also had an increased risk of 
large vessel territory stroke (relative risk ratio, 3.14 [95% CI, 2.21-4.48]; P < .001) and a 
more severe stroke-related neurologic deficit measured by NIHSS (median, 4 [interquartile 
range {IQR}, 2-10] vs median, 3 [IQR, 1-6] for those without PFO; P = .02). 
Conclusions and Relevance Among adult patients undergoing noncardiac surgery at 3 
hospitals, having a preoperatively diagnosed PFO was significantly associated with 
increased risk of perioperative ischemic stroke within 30 days after surgery. Further 
research is needed to confirm these findings and to determine whether interventions would 
decrease this risk. 
________________________________________________________________________ 

 
Association of Intracerebral Hemorrhage Among Patients Taking Non–Vitamin K 
Antagonist vs Vitamin K Antagonist Oral Anticoagulants With In-Hospital Mortality 
Taku Inohara, Ying Xian, Li Liang, et al 
JAMA. 2018;319(5):463-473. doi:10.1001/jama.2017.21917 
https://jamanetwork.com/journals/jama/article-abstract/2670103 
 
Abstract 
Importance Although non–vitamin K antagonist oral anticoagulants (NOACs) are 
increasingly used to prevent thromboembolic disease, there are limited data on NOAC-
related intracerebral hemorrhage (ICH). 
Objective To assess the association between preceding oral anticoagulant use (warfarin, 
NOACs, and no oral anticoagulants [OACs]) and in-hospital mortality among patients with 
ICH. 
Design, Setting, and Participants Retrospective cohort study of 141 311 patients with 
ICH admitted from October 2013 to December 2016 to 1662 Get With The Guidelines–
Stroke hospitals. 

https://jamanetwork.com/journals/jama/fullarticle/2671466
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Exposures Anticoagulation therapy before ICH, defined as any use of OACs within 7 days 
prior to hospital arrival. 
Main Outcomes and Measures In-hospital mortality. 
Results Among 141 311 patients with ICH (mean [SD] age, 68.3 [15.3] years; 48.1% 
women), 15 036 (10.6%) were taking warfarin and 4918 (3.5%) were taking NOACs 
preceding ICH, and 39 585 (28.0%) and 5783 (4.1%) were taking concomitant single and 
dual antiplatelet agents, respectively. Patients with prior use of warfarin or NOACs were 
older and had higher prevalence of atrial fibrillation and prior stroke. Acute ICH stroke 
severity (measured by the National Institutes of Health Stroke Scale) was not significantly 
different across the 3 groups (median, 9 [interquartile range, 2-21] for warfarin, 8 [2-20] for 
NOACs, and 8 [2-19] for no OACs). The unadjusted in-hospital mortality rates were 32.6% 
for warfarin, 26.5% for NOACs, and 22.5% for no OACs. Compared with patients without 
prior use of OACs, the risk of in-hospital mortality was higher among patients with prior 
use of warfarin (adjusted risk difference [ARD], 9.0% [97.5% CI, 7.9% to 10.1%]; adjusted 
odds ratio [AOR], 1.62 [97.5% CI, 1.53 to 1.71]) and higher among patients with prior use 
of NOACs (ARD, 3.3% [97.5% CI, 1.7% to 4.8%]; AOR, 1.21 [97.5% CI, 1.11-1.32]). 
Compared with patients with prior use of warfarin, patients with prior use of NOACs had a 
lower risk of in-hospital mortality (ARD, −5.7% [97.5% CI, −7.3% to −4.2%]; AOR, 0.75 
[97.5% CI, 0.69 to 0.81]). The difference in mortality between NOAC-treated patients and 
warfarin-treated patients was numerically greater among patients with prior use of dual 
antiplatelet agents (32.7% vs 47.1%; ARD, −15.0% [95.5% CI, −26.3% to −3.8%]; AOR, 
0.50 [97.5% CI, 0.29 to 0.86]) than among those taking these agents without prior 
antiplatelet therapy (26.4% vs 31.7%; ARD, −5.0% [97.5% CI, −6.8% to −3.2%]; AOR, 
0.77 [97.5% CI, 0.70 to 0.85]), although the interaction P value (.07) was not statistically 
significant. 
Conclusions and Relevance Among patients with ICH, prior use of NOACs or warfarin 
was associated with higher in-hospital mortality compared with no OACs. Prior use of 
NOACs, compared with prior use of warfarin, was associated with lower risk of in-hospital 
mortality. 
________________________________________________________________________ 

 
Prevalence of Fetal Alcohol Spectrum Disorders in 4 US Communities 
Philip A. May; Christina D. Chambers; Wendy O. Kalberg; et al 
JAMA. 2018;319(5):474-482. doi:10.1001/jama.2017.21896 
https://jamanetwork.com/journals/jama/article-abstract/2671465 
 
Abstract 
Importance Fetal alcohol spectrum disorders are costly, life-long disabilities. Older data 
suggested the prevalence of the disorder in the United States was 10 per 1000 children; 
however, there are few current estimates based on larger, diverse US population samples. 
Objective To estimate the prevalence of fetal alcohol spectrum disorders, including fetal 
alcohol syndrome, partial fetal alcohol syndrome, and alcohol-related neurodevelopmental 
disorder, in 4 regions of the United States. 
Design, Setting, and Participants Active case ascertainment methods using a cross-
sectional design were used to assess children for fetal alcohol spectrum disorders 
between 2010 and 2016. Children were systematically assessed in the 4 domains that 
contribute to the fetal alcohol spectrum disorder continuum: dysmorphic features, physical 
growth, neurobehavioral development, and prenatal alcohol exposure. The settings were 4 
communities in the Rocky Mountain, Midwestern, Southeastern, and Pacific Southwestern 
regions of the United States. First-grade children and their parents or guardians were 
enrolled. 

https://jamanetwork.com/journals/jama/article-abstract/2671465
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Exposures Alcohol consumption during pregnancy. 
Main Outcomes and Measures Prevalence of fetal alcohol spectrum disorders in the 4 
communities was the main outcome. Conservative estimates for the prevalence of the 
disorder and 95% CIs were calculated using the eligible first-grade population as the 
denominator. Weighted prevalences and 95% CIs were also estimated, accounting for the 
sampling schemes and using data restricted to children who received a full evaluation. 
Results A total of 6639 children were selected for participation from a population of 13 146 
first-graders (boys, 51.9%; mean age, 6.7 years [SD, 0.41] and white maternal race, 
79.3%). A total of 222 cases of fetal alcohol spectrum disorders were identified. The 
conservative prevalence estimates for fetal alcohol spectrum disorders ranged from 11.3 
(95% CI, 7.8-15.8) to 50.0 (95% CI, 39.9-61.7) per 1000 children. The weighted 
prevalence estimates for fetal alcohol spectrum disorders ranged from 31.1 (95% CI, 16.1-
54.0) to 98.5 (95% CI, 57.5-139.5) per 1000 children. 
Conclusions and Relevance Estimated prevalence of fetal alcohol spectrum disorders 
among first-graders in 4 US communities ranged from 1.1% to 5.0% using a conservative 
approach. These findings may represent more accurate US prevalence estimates than 
previous studies but may not be generalizable to all communities. 

Back to Contents 
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The Lancet (3 February 2018, Vol. 391, No. 10119) 
 
A sirolimus-eluting bioabsorbable polymer-coated stent (MiStent) versus an 
everolimus-eluting durable polymer stent (Xience) after percutaneous coronary 
intervention (DESSOLVE III): a randomised, single-blind, multicentre, non-inferiority, 
phase 3 trial 
Robbert J de Winter, Yuki Katagiri, Taku Asano,et al. 
The Lancet Volume 391, No. 10119, p431–440, 3 February 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)33103-3/fulltext 
 
Summary 
Background 
MiStent is a drug-eluting stent with a fully absorbable polymer coating containing and 
embedding a microcrystalline form of sirolimus into the vessel wall. It was developed to 
overcome the limitation of current durable polymer drug-eluting stents eluting amorphous 
sirolimus. The clinical effect of MiStent sirolimus-eluting stent compared with a durable 
polymer drug-eluting stents has not been investigated in a large randomised trial in an all-
comer population. 
Methods 
We did a randomised, single-blind, multicentre, phase 3 study (DESSOLVE III) at 20 
hospitals in Germany, France, Netherlands, and Poland. Eligible participants were any 
patients aged at least 18 years who underwent percutaneous coronary intervention in a 
lesion and had a reference vessel diameter of 2·50–3·75 mm. We randomly assigned 
patients (1:1) to implantation of either a sirolimus-eluting bioresorbable polymer stent 
(MiStent) or an everolimus-eluting durable polymer stent (Xience). Randomisation was 
done by local investigators via web-based software with random blocks according to 
centre. The primary endpoint was a non-inferiority comparison of a device-oriented 
composite endpoint (DOCE)—cardiac death, target-vessel myocardial infarction, or 
clinically indicated target lesion revascularisation—between the groups at 12 months after 
the procedure assessed by intention-to-treat. A margin of 4·0% was defined for non-

http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)33103-3/fulltext
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inferiority of the MiStent group compared with the Xience group. All participants were 
included in the safety analyses. This trial is registered with ClinicalTrials.gov, 
number NCT02385279. 
Findings 
Between March 20, and Dec 3, 2015, we randomly assigned 1398 patients with 2030 
lesions; 703 patients with 1037 lesions were assigned to MiStent, of whom 697 received 
the index procedure, and 695 patients with 993 lesions were asssigned to Xience, of 
whom 690 received the index procedure. At 12 months, the primary endpoint had occurred 
in 40 patients (5·8%) in the sirolimus-eluting stent group and in 45 patients (6·5%) in the 
everolimus-eluting stent group (absolute difference −0·8% [95% CI −3·3 to 1·8], pnon-
inferiority=0·0001). Procedural complications occurred in 12 patients (1·7%) in the 
sirolimus-eluting stent group and ten patients (1·4%) in the everolimus-eluting stent group; 
no clinical adverse events could be attributed to these dislodgements through a minimum 
of 12 months of follow-up. The rate of stent thrombosis, a safety indicator, did not differ 
between groups and was low in both treatment groups. 
Interpretation 
The sirolimus-eluting bioabsorbable polymer stent was non-inferior to the everolimus-
eluting durable polymer stent for a device-oriented composite clinical endpoint at 12 
months in an all-comer population. MiStent seems a reasonable alternative to other stents 
in clinical practice. 
Funding 
The European Cardiovascular Research Institute, Micell Technologies (Durham, NC, 
USA), and Stentys (Paris, France). 
________________________________________________________________________ 

 
Intrauterine insemination with ovarian stimulation versus expectant management 
for unexplained infertility (TUI): a pragmatic, open-label, randomised, controlled, 
two-centre trial 
Cynthia M Farquhar, Emily Liu, Sarah Armstrong, et al. 
The Lancet Volume 391, No. 10119, p441–450, 3 February 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32406-6/fulltext 
 
Summary 
Background 
Women with unexplained infertility are often offered intrauterine insemination (IUI) with 
ovarian stimulation as an alternative to in-vitro fertilisation (IVF). However, little evidence 
exists that IUI is an effective treatment. In 2013, the UK National Institute for Health and 
Care Excellence recommended that IUI should not be routinely offered for couples with 
unexplained infertility. 
Methods 
For this pragmatic, open-label, randomised, controlled, two-centre study, we enrolled 
women attending two fertility clinics in New Zealand with unexplained infertility and an 
unfavourable prognosis of natural conception. Participants were randomly assigned (1:1) 
using a computer-generated randomisation sequence, prepared by an independent 
statistician, to either three cycles of IUI with ovarian stimulation (with either oral clomifene 
citrate [50–150 mg, days 2–6] or oral letrozole [2·5–7·5 mg, days 2–6], with choice of 
ovarian stimulation made by the clinic) or three cycles of expectant management (couples 
advised to be sexually active around the likely time of ovulation and provided with a diary 
to record the first day of each menstrual cycle and dates of sexual activity) in blocks of 
four, six, and ten, without stratification. The participating couple and the clinicians were 
informed of treatment allocation. The primary outcome was cumulative livebirth rate in the 

http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32406-6/fulltext
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intention-to-treat population. The safety analyses were done in the intention-to-treat 
population. This study was prospectively registered with the Australian and New Zealand 
Clinical Trials Register, number ACTRN12612001025820. 
Findings 
Between March 12, 2013, and May 12, 2016, we randomly assigned 101 women to IUI 
with ovarian stimulation and 100 to expectant management, all of whom were included in 
the primary efficacy analysis and safety analyses. Women assigned to IUI had a higher 
cumulative livebirth rate than women assigned to expectant management (31 [31%] 
livebirths among 101 women vs nine [9%] livebirths among 100 women; risk ratio [RR] 
3·41, 95% CI 1·71–6·79; p=0·0003). Of 31 livebirths in the IUI group, 23 resulted from IUI 
cycles and eight were conceived without assistance before or between IUI cycles. Of nine 
livebirths in the expectant management group, one patient was pregnant from IUI with 
ovarian stimulation at study entry and one had received off-protocol treatment (IVF). Two 
sets of twins were born, both in the IUI group (one from a cancelled cycle for over-
response). 
Interpretation 
IUI with ovarian stimulation is a safe and effective treatment for women with unexplained 
infertility and an unfavourable prognosis for natural conception. 
Funding 
Auckland Medical Research Foundation, Evelyn Bond Fund of Auckland District Health 
Board, Mercia Barnes Trust of Royal Australian and New Zealand College of Obstetricians 
and Gynaecologists, Maurice and Phyllis Paykel Trust, and The Nurture Foundation for 
Reproductive Research. 
________________________________________________________________________ 

 
Long-term effects of glucocorticoids on function, quality of life, and survival in 
patients with Duchenne muscular dystrophy: a prospective cohort study 
Craig M McDonald, Erik K Henricson, Richard T Abresch,  
The Lancet Volume 391, No. 10119, p451–461, 3 February 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32160-8/fulltext 
 
Summary 
Background 
Glucocorticoid treatment is recommended as a standard of care in Duchenne muscular 
dystrophy; however, few studies have assessed the long-term benefits of this treatment. 
We examined the long-term effects of glucocorticoids on milestone-related disease 
progression across the lifespan and survival in patients with Duchenne muscular 
dystrophy. 
Methods 
For this prospective cohort study, we enrolled male patients aged 2–28 years with 
Duchenne muscular dystrophy at 20 centres in nine countries. Patients were followed up 
for 10 years. We compared no glucocorticoid treatment or cumulative treatment duration of 
less than 1 month versus treatment of 1 year or longer with regard to progression of nine 
disease-related and clinically meaningful mobility and upper limb milestones. We used 
Kaplan-Meier analyses to compare glucocorticoid treatment groups for time to stand from 
supine of 5 s or longer and 10 s or longer, and loss of stand from supine, four-stair climb, 
ambulation, full overhead reach, hand-to-mouth function, and hand function. Risk of death 
was also assessed. This study is registered with ClinicalTrials.gov, number NCT00468832. 
Findings 
440 patients were enrolled during two recruitment periods (2006–09 and 2012–16). Time 
to all disease progression milestone events was significantly longer in patients treated with 

http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32160-8/fulltext
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glucocorticoids for 1 year or longer than in patients treated for less than 1 month or never 
treated (log-rank p<0·0001). Glucocorticoid treatment for 1 year or longer was associated 
with increased median age at loss of mobility milestones by 2·1–4·4 years and upper limb 
milestones by 2·8–8·0 years compared with treatment for less than 1 month. Deflazacort 
was associated with increased median age at loss of three milestones by 2·1–2·7 years in 
comparison with prednisone or prednisolone (log-rank p<0·012). 45 patients died during 
the 10-year follow-up. 39 (87%) of these deaths were attributable to Duchenne-related 
causes in patients with known duration of glucocorticoids usage. 28 (9%) deaths occurred 
in 311 patients treated with glucocorticoids for 1 year or longer compared with 11 (19%) 
deaths in 58 patients with no history of glucocorticoid use (odds ratio 0·47, 95% CI 0·22–
1·00; p=0·0501). 
Interpretation 
In patients with Duchenne muscular dystrophy, glucocorticoid treatment is associated with 
reduced risk of losing clinically meaningful mobility and upper limb disease progression 
milestones across the lifespan as well as reduced risk of death. 
Funding 
US Department of Education/National Institute on Disability and Rehabilitation Research; 
US Department of Defense; National Institutes of Health/National Institute of Arthritis and 
Musculoskeletal and Skin Diseases; and Parent Project Muscular Dystrophy. 

Back to Contents 
________________________________________________________________________ 

 
The New England Journal of Medicine (1 February 2018, Vol. 378, No. 8) 
 
Catheter Ablation for Atrial Fibrillation with Heart Failure 
Nassir F. Marrouche, Johannes Brachmann, Dietrich Andresen, et al. 
N Engl J Med 2018; 378:417-427 February 1, 2018 DOI: 10.1056/NEJMoa1707855 
http://www.nejm.org/doi/full/10.1056/NEJMoa1707855 
 
Abstract 
Background 
Mortality and morbidity are higher among patients with atrial fibrillation and heart failure 
than among those with heart failure alone. Catheter ablation for atrial fibrillation has been 
proposed as a means of improving outcomes among patients with heart failure who are 
otherwise receiving appropriate treatment. 
Methods 
We randomly assigned patients with symptomatic paroxysmal or persistent atrial fibrillation 
who did not have a response to antiarrhythmic drugs, had unacceptable side effects, or 
were unwilling to take these drugs to undergo either catheter ablation (179 patients) or 
medical therapy (rate or rhythm control) (184 patients) for atrial fibrillation in addition to 
guidelines-based therapy for heart failure. All the patients had New York Heart Association 
class II, III, or IV heart failure, a left ventricular ejection fraction of 35% or less, and an 
implanted defibrillator. The primary end point was a composite of death from any cause or 
hospitalization for worsening heart failure. 
Results 
After a median follow-up of 37.8 months, the primary composite end point occurred in 
significantly fewer patients in the ablation group than in the medical-therapy group (51 
patients [28.5%] vs. 82 patients [44.6%]; hazard ratio, 0.62; 95% confidence interval [CI], 
0.43 to 0.87; P=0.007). Significantly fewer patients in the ablation group died from any 
cause (24 [13.4%] vs. 46 [25.0%]; hazard ratio, 0.53; 95% CI, 0.32 to 0.86; P=0.01), were 
hospitalized for worsening heart failure (37 [20.7%] vs. 66 [35.9%]; hazard ratio, 0.56; 95% 
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CI, 0.37 to 0.83; P=0.004), or died from cardiovascular causes (20 [11.2%] vs. 41 [22.3%]; 
hazard ratio, 0.49; 95% CI, 0.29 to 0.84; P=0.009). 
Conclusions 
Catheter ablation for atrial fibrillation in patients with heart failure was associated with a 
significantly lower rate of a composite end point of death from any cause or hospitalization 
for worsening heart failure than was medical therapy. (Funded by Biotronik; CASTLE-AF 
ClinicalTrials.gov number, NCT00643188.) 
________________________________________________________________________ 

 
History of Childhood Kidney Disease and Risk of Adult End-Stage Renal Disease 
Ronit Calderon-Margalit, Eliezer Golan, Gilad Twig, et al. 
N Engl J Med 2018; 378:428-438 February 1, 2018 DOI: 10.1056/NEJMoa1700993 
http://www.nejm.org/doi/full/10.1056/NEJMoa1700993 
 
Abstract 
Background 
The long-term risk associated with childhood kidney disease that had not progressed to 
chronic kidney disease in childhood is unclear. We aimed to estimate the risk of future 
end-stage renal disease (ESRD) among adolescents who had normal renal function and a 
history of childhood kidney disease. 
Methods  
We conducted a nationwide, population-based, historical cohort study of 1,521,501 Israeli 
adolescents who were examined before compulsory military service in 1967 through 1997; 
data were linked to the Israeli ESRD registry. Kidney diseases in childhood included 
congenital anomalies of the kidney and urinary tract, pyelonephritis, and glomerular 
disease; all participants included in the primary analysis had normal renal function and no 
hypertension in adolescence. Cox proportional-hazards models were used to estimate the 
hazard ratio for ESRD associated with a history of childhood kidney disease. 
Resul ts  
During 30 years of follow-up, ESRD developed in 2490 persons. A history of any childhood 
kidney disease was associated with a hazard ratio for ESRD of 4.19 (95% confidence 
interval [CI], 3.52 to 4.99). The associations between each diagnosis of kidney disease in 
childhood (congenital anomalies of the kidney and urinary tract, pyelonephritis, and 
glomerular disease) and the risk of ESRD in adulthood were similar in magnitude 
(multivariable-adjusted hazard ratios of 5.19 [95% CI, 3.41 to 7.90], 4.03 [95% CI, 3.16 to 
5.14], and 3.85 [95% CI, 2.77 to 5.36], respectively). A history of kidney disease in 
childhood was associated with younger age at the onset of ESRD (hazard ratio for ESRD 
among adults <40 years of age, 10.40 [95% CI, 7.96 to 13.59]). 
Conclus ions  
A history of clinically evident kidney disease in childhood, even if renal function was 
apparently normal in adolescence, was associated with a significantly increased risk of 
ESRD, which suggests that kidney injury or structural abnormality in childhood has long-
term consequences. 
________________________________________________________________________ 

 

Tisagenlecleucel in Children and Young Adults with B-Cell Lymphoblastic Leukemia 
Shannon L. Maude, Theodore W. Laetsch, Jochen Buechner, et al. 
N Engl J Med 2018; 378:439-448 February 1, 2018 DOI: 10.1056/NEJMoa1709866 
http://www.nejm.org/doi/full/10.1056/NEJMoa1709866 

http://www.nejm.org/doi/full/10.1056/NEJMoa1700993
http://www.nejm.org/doi/full/10.1056/NEJMoa1709866
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Abstract 
Background 
In a single-center phase 1–2a study, the anti-CD19 chimeric antigen receptor (CAR) T-cell 
therapy tisagenlecleucel produced high rates of complete remission and was associated 
with serious but mainly reversible toxic effects in children and young adults with relapsed 
or refractory B-cell acute lymphoblastic leukemia (ALL). 
Methods  
We conducted a phase 2, single-cohort, 25-center, global study of tisagenlecleucel in 
pediatric and young adult patients with CD19+ relapsed or refractory B-cell ALL. The 
primary end point was the overall remission rate (the rate of complete remission or 
complete remission with incomplete hematologic recovery) within 3 months. 
Resul ts  
For this planned analysis, 75 patients received an infusion of tisagenlecleucel and could 
be evaluated for efficacy. The overall remission rate within 3 months was 81%, with all 
patients who had a response to treatment found to be negative for minimal residual 
disease, as assessed by means of flow cytometry. The rates of event-free survival and 
overall survival were 73% (95% confidence interval [CI], 60 to 82) and 90% (95% CI, 81 to 
95), respectively, at 6 months and 50% (95% CI, 35 to 64) and 76% (95% CI, 63 to 86) at 
12 months. The median duration of remission was not reached. Persistence of 
tisagenlecleucel in the blood was observed for as long as 20 months. Grade 3 or 4 
adverse events that were suspected to be related to tisagenlecleucel occurred in 73% of 
patients. The cytokine release syndrome occurred in 77% of patients, 48% of whom 
received tocilizumab. Neurologic events occurred in 40% of patients and were managed 
with supportive care, and no cerebral edema was reported. 
Conclus ions  
In this global study of CAR T-cell therapy, a single infusion of tisagenlecleucel provided 
durable remission with long-term persistence in pediatric and young adult patients with 
relapsed or refractory B-cell ALL, with transient high-grade toxic effects. (Funded by 
Novartis Pharmaceuticals; ClinicalTrials.gov number, NCT02435849.) 
________________________________________________________________________ 

 

Long-Term Follow-up of CD19 CAR Therapy in Acute Lymphoblastic Leukemia 
Jae H. Park, Isabelle Rivière, Mithat Gonen, et al. 
N Engl J Med 2018; 378:449-459 February 1, 2018 DOI: 10.1056/NEJMoa1709919 
http://www.nejm.org/doi/full/10.1056/NEJMoa1709919 
 
Abstract 
Background 
CD19-specific chimeric antigen receptor (CAR) T cells induce high rates of initial response 
among patients with relapsed B-cell acute lymphoblastic leukemia (ALL) and long-term 
remissions in a subgroup of patients. 
Methods  
We conducted a phase 1 trial involving adults with relapsed B-cell ALL who received an 
infusion of autologous T cells expressing the 19-28z CAR at the Memorial Sloan Kettering 
Cancer Center (MSKCC). Safety and long-term outcomes were assessed, as were their 
associations with demographic, clinical, and disease characteristics. 
Resul ts  
A total of 53 adults received 19-28z CAR T cells that were manufactured at MSKCC. After 
infusion, severe cytokine release syndrome occurred in 14 of 53 patients (26%; 95% 
confidence interval [CI], 15 to 40); 1 patient died. Complete remission was observed in 

http://www.nejm.org/doi/full/10.1056/NEJMoa1709919
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83% of the patients. At a median follow-up of 29 months (range, 1 to 65), the median 
event-free survival was 6.1 months (95% CI, 5.0 to 11.5), and the median overall survival 
was 12.9 months (95% CI, 8.7 to 23.4). Patients with a low disease burden (<5% bone 
marrow blasts) before treatment had markedly enhanced remission duration and survival, 
with a median event-free survival of 10.6 months (95% CI, 5.9 to not reached) and a 
median overall survival of 20.1 months (95% CI, 8.7 to not reached). Patients with a higher 
burden of disease (≥5% bone marrow blasts or extramedullary disease) had a greater 
incidence of the cytokine release syndrome and neurotoxic events and shorter long-term 
survival than did patients with a low disease burden. 
Conclus ions  
In the entire cohort, the median overall survival was 12.9 months. Among patients with a 
low disease burden, the median overall survival was 20.1 months and was accompanied 
by a markedly lower incidence of the cytokine release syndrome and neurotoxic events 
after 19-28z CAR T-cell infusion than was observed among patients with a higher disease 
burden. (Funded by the Commonwealth Foundation for Cancer Research and others; 
ClinicalTrials.gov number, NCT01044069.) 

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/ 
 

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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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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ClinicalKey is a clinical search engine that makes it easier for clinicians and other 
healthcare professionals to find and apply relevant knowledge to help them make better 
decisions – anywhere, anytime, in any patient scenario. 

 

Includes full-text journals, book chapters, images, graphs, monographs, videos and much 
more. Many available for download. 

 

Access it via our website: http://www.derbyhospitalslibrary.co.uk/e-resources 

________________________________________________________________________ 

 
 

 
 

Personalised information, delivered straight to your e-mail! 
  
What it is: KnowledgeShare is a web-based current awareness system that provides a 
targeted, personalised current awareness service.  
 
How it works: Let us know your areas of interest (e.g. physical conditions, professional 
interests) and we will set you up with an account. You will then receive regular emails 
targeted to your interests. 
 
OpenAthens: You will need to have an NHS OpenAthens account registered with us, prior 
to setting up a KnowledgeShare account (or agree for us to create one for you). To 
register for an Athens account, please go to: https://openathens.nice.org.uk 
 
Further information can be found via this link:   
http://www.derbyhospitalslibrary.co.uk/current-awareness 
 

http://www.derbyhospitalslibrary.co.uk/e-resources
https://openathens.nice.org.uk/
http://www.derbyhospitalslibrary.co.uk/current-awareness
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Library Training 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 
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  
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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/ 
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