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BMJ (6 January 2018, Vol. 360, No. 8135)  
 
Incidence of type 1 diabetes in China, 2010-13: population based study 
Jianping Weng, Zhiguang Zhou, Lixin Guo, et al. on behalf of the T1D China Study Group 
BMJ 2018; 360 :j5295 (Published 04 January 2018)  
http://www.bmj.com/content/360/bmj.j5295 
 
Abstract: 
Objective To estimate the incidence of type 1 diabetes in all age groups in China during 
2010-13. 
Design Population based, registry study using data from multiple independent sources. 
Setting National registration system in all 505 hospitals providing diabetes care, and 
communities of patients with diabetes in 13 areas across China, covering more than 133 
million person years at risk, approximately 10% of the whole population. 
Participants 5018 people of all ages with newly diagnosed type 1 diabetes and resident in 
the study areas from 1 January 2010 to 31 December 2013. 
Main outcome measures Incidence of type 1 diabetes per 100 000 person years by age, 
sex, and study area. Type 1 diabetes was doctor diagnosed and further validated by onsite 
follow-up. Completeness of case ascertainment was assessed using the capture mark 
recapture method. 
Results 5018 cases of newly diagnosed type 1 diabetes were ascertained: 1239 
participants were aged <15 years, 1799 were aged 15-29 years, and 1980 were aged ≥30 
years. The proportion of new onset cases in participants aged ≥20 years was 65.3%. The 
estimated incidence of type 1 diabetes per 100 000 persons years for all ages in China 
was 1.01 (95% confidence interval 0.18 to 1.84). Incidence per 100 000 persons years by 
age group was 1.93 (0.83 to 3.03) for 0-14 years, 1.28 (0.45 to 2.11) for 15-29 years, and 
0.69 (0.00 to 1.51) for ≥30 years, with a peak in age group 10-14 years. The incidence in 
under 15s was positively correlated with latitude (r=0.88, P<0.001), although this 
association was not observed in age groups 15-29 years or ≥30 years. 
Conclusion Most cases of new onset type 1 diabetes in China occurred among adults. 
The incidence of type 1 diabetes in Chinese children was among the lowest reported in the 
study. 
________________________________________________________________________ 
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Alexander Melamed, Günther Fink, Alexi A Wright, et al. 
BMJ 2018; 360 :j5463 (Published 03 January 2018)  
http://www.bmj.com/content/360/bmj.j5463 
 
Abstract 
Objective To estimate the causal effect of increased use of neoadjuvant chemotherapy 
(NACT) on all cause mortality in advanced epithelial ovarian cancer. 
Design Quasi-experimental fuzzy regression discontinuity design and cross sectional 
analysis.  
Setting Cancer programs throughout the United States accredited by the Commission on 
Cancer. 
Participants 6034 women with a diagnosis of stage 3C or 4 epithelial ovarian cancer from 
regions that rapidly adopted use of NACT from 2011 to 2012 (27% increase in the New 
England and east south central regions) or remained unchanged (control regions, south 
Atlantic, west north central, and east north central regions). 
Main outcome measure All cause mortality within three years of diagnosis. Kaplan-Meier 
curves and proportional hazard models were estimated to compare mortality differences 
between rapidly adopting regions and controls.  
Results 1156 women were treated for advanced epithelial ovarian cancer during 2011 and 
2012 in the two rapidly adopting regions and 4878 women in the three control regions. In 
the rapidly adopting regions, patients treated in 2012 compared with 2011 had a mortality 
hazard ratio of 0.81 (95% confidence interval 0.71 to 0.94) after adjusting for mortality time 
trends, whereas no difference was observed in control regions (1.02, 0.93 to 1.12). 
Compared with control regions, larger declines in 90 day surgical mortality (7.0% to 4.0% v 
5.0% to 4.3%, P=0.01) and in the proportion of women not receiving surgery and 
chemotherapy (20.0% to 17.4% v 19.0 to 19.5%, P=0.04) were observed in rapidly 
adopting regions. Cross sectional analysis confirmed that treatment in regions with greater 
use of NACT was associated was lower mortality (P=0.001). 
Conclusions Adoption of NACT for advanced epithelial ovarian cancer in New England 
and east south central regions led to a sizable reduction in mortality within three years 
after diagnosis. 
________________________________________________________________________ 

 
Impact of Financial Incentives on Early and Late Adopters among US Hospitals: 
observational study 
Igna Bonfrer, Jose F Figueroa, Jie Zheng, et al. 
BMJ 2018; 360:j5622 (Published 04 January 2018) 
http://www.bmj.com/content/360/bmj.j5622 
  
Abstract 
Objective To examine how hospitals that volunteered to be under financial incentives for 
more than a decade as part of the Premier Hospital Quality Incentive Demonstration (early 
adopters) compared with similar hospitals where these incentives were implemented later 
under the Hospital Value-Based Purchasing program (late adopters). 
Design Observational study. 
Setting 1189 hospitals in the USA (214 early adopters and 975 matched late adopters), 
using Hospital Compare data from 2003 through 2013. 
Participants 1 371 364 patients aged 65 years and older, using 100% Medicare claims. 
Main outcome measures Clinical process scores and 30 day mortality. 
Results Early adopters started from a slightly higher baseline of clinical process scores 
(92) than late adopters (90). Both groups reached a ceiling (98) a decade later. Starting 
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from a similar baseline, just below 13%, early and late adopters did not have significantly 
(P=0.25) different mortality trends for conditions targeted by the program (0.05% point 
difference quarterly) or for conditions not targeted by the program (−0.02% point difference 
quarterly). 
Conclusions No evidence that hospitals that have been operating under pay for 
performance programs for more than a decade had better process scores or lower 
mortality than other hospitals was found. These findings suggest that even among 
hospitals that volunteered to participate in pay for performance programs, having 
additional time is not likely to turn pay for performance programs into a success in the 
future. 
________________________________________________________________________ 

 
Statistical methods to compare functional outcomes in randomized controlled trials 
with high mortality  
Elizabeth Colantuoni, Daniel O Scharfstein, Chenguang Wang, et al. 
BMJ 2018; 360 :j5748 (Published 03 January 2018)  
http://www.bmj.com/content/360/bmj.j5748 
 
Summary points  

 In randomized controlled trials of seriously ill patients, functional outcomes (eg, 
cognition, physical function, and quality of life) are increasingly being measured and 
compared across treatment arms 

 If patients die before outcomes are evaluated, the functional outcomes no longer 
exist, ie these outcomes are “truncated due to death,” creating challenges in the 
definition and statistical evaluation of the treatment effect 

 In this article, we describe three statistical approaches—survivors only, survivor 
average causal effect, and composite endpoint—and discuss their advantages and 
disadvantages, including the required assumptions, some of which are not testable 
within the observed trial data 

 If the treatment does not affect mortality, the three statistical approaches yield 
similar conclusions about the treatment effect on functional outcomes 

 If the treatment affects mortality, the three statistical approaches can yield different 
conclusions, highlighting the need for careful consideration when planning a trial 
during which functional outcomes may be “truncated due to death” 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (9 January 2018, Vol. 319, No. 2) 
 
Effect of Idalopirdine as Adjunct to Cholinesterase Inhibitors on Change in 
Cognition in Patients With Alzheimer Disease: Three Randomized Clinical Trials  
Alireza Atri; Lutz Frölich; Clive Ballard, et al.  
JAMA. 2018;319(2):130-142.  
https://jamanetwork.com/journals/jama/article-abstract/2668349 
 
Abstract 
Importance New therapeutic approaches for Alzheimer disease (AD) are needed. 
Objective To assess whether idalopirdine, a selective 5-hydroxytryptamine-6 receptor 
antagonist, is effective for symptomatic treatment of mild to moderate AD. 

http://www.bmj.com/content/360/bmj.j5748
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Design, Setting, and Participants  Three randomized clinical trials that included 2525 
patients aged 50 years or older with mild to moderate AD (study 1: n = 933 patients at 119 
sites; study 2: n = 858 at 158 sites; and study 3: n = 734 at 126 sites). The 24-week studies 
were conducted from October 2013 to January 2017; final follow-up on January 12, 2017. 
Interventions Idalopirdine (10, 30, or 60 mg/d) or placebo added to cholinesterase 
inhibitor treatment donepezil in studies 1 and 2; donepezil, rivastigmine, or galantamine in 
study 3). 
Main Outcomes and Measures Primary end point in all 3 studies: change in cognition 
total score (range, 0-70; a lower score indicates less impairment) from baseline to 24 
weeks measured by the 11-item cognitive subscale of the Alzheimer’s Disease 
Assessment Scale (ADAS-Cog); key secondary end points: Alzheimer’s Disease 
Cooperative Study–Clinical Global Impression of Change Scale and 23-item Activities of 
Daily Living Inventory scores. Dose group efficacy required a significant benefit over 
placebo for the primary end point and 1 or more key secondary end points. Safety data 
and adverse event profiles were recorded. 
Results Among 2525 patients randomized in the 3 trials (mean age, 74 years; mean 
baseline ADAS-Cog total score, 26; between 62% and 65% of participants were women), 
2254 (89%) completed the studies. In study 1, the mean change in ADAS-Cog total score 
between baseline and 24 weeks was 0.37 for the 60-mg dose of idalopirdine group, 0.61 
for the 30-mg dose group, and 0.41 for the placebo group (adjusted mean difference vs 
placebo, 0.05 [95% CI, −0.88 to 0.98] for the 60-mg dose group and 0.33 [95% CI, −0.59 
to 1.26] for the 30-mg dose group). In study 2, the mean change in ADAS-Cog total score 
between baseline and 24 weeks was 1.01 for the 30-mg dose of idalopirdine group, 0.53 
for the 10-mg dose group, and 0.56 for the placebo group (adjusted mean difference vs 
placebo, 0.63 [95% CI, −0.38 to 1.65] for the 30-mg dose group; given the gated testing 
strategy and the null findings at the 30-mg dose, statistical comparison of the 10-mg dose 
was not performed). In study 3, the mean change in ADAS-Cog total score between 
baseline and 24 weeks was 0.38 for the 60-mg dose of idalopirdine group and 0.82 for the 
placebo group (adjusted mean difference vs placebo, −0.55 [95% CI, −1.45 to 0.36]). 
Treatment-emergent adverse events occurred in between 55.4% and 69.7% of participants 
in the idalopirdine groups vs between 56.7% and 61.4% of participants in the placebo 
groups. 
Conclusions and Relevance In patients with mild to moderate AD, the use of idalopirdine 
compared with placebo did not improve cognition over 24 weeks of treatment. These 
findings do not support the use of idalopirdine for the treatment of AD. 
Trial Registration clinicaltrials.gov Identifiers: NCT01955161, NCT02006641, and 
NCT02006654. 
________________________________________________________________________ 

 
Association Between Handover of Anesthesia Care and Adverse Postoperative 
Outcomes Among Patients Undergoing Major Surgery  
Philip M. Jones; Richard A. Cherry; Britney N. Allen; et al.  
JAMA. 2018;319(2):143-153.  
https://jamanetwork.com/journals/jama/article-abstract/2668348 
 
Abstract 
Importance Handing over the care of a patient from one anesthesiologist to another 
occurs during some surgeries and might increase the risk of adverse outcomes. 
Objective To assess whether complete handover of intraoperative anesthesia care is 
associated with higher likelihood of mortality or major complications compared with no 
handover of care. 

https://jamanetwork.com/journals/jama/fullarticle/2668348
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Design, Setting, and Participants A retrospective population-based cohort study (April 1, 
2009-March 31, 2015 set in the Canadian province of Ontario) of adult patients aged 18 
years and older undergoing major surgeries expected to last at least 2 hours and requiring 
a hospital stay of at least 1 night. 
Exposure Complete intraoperative handover of anesthesia care from one physician 
anesthesiologist to another compared with no handover of anesthesia care. 
Main Outcomes and Measures The primary outcome was a composite of all-cause 
death, hospital readmission, or major postoperative complications, all within 30 
postoperative days. Secondary outcomes were the individual components of the primary 
outcome. Inverse probability of exposure weighting based on the propensity score was 
used to estimate adjusted exposure effects. 
Results Of the 313 066 patients in the cohort, 56% were women; the mean (SD) age was 
60 (16) years; 49% of surgeries were performed in academic centers; 72% of surgeries 
were elective; and the median duration of surgery was 182 minutes (interquartile [IQR] 
range, 124-255). A total of 5941 (1.9%) patients underwent surgery with complete 
handover of anesthesia care. The percentage of patients undergoing surgery with a 
handover of anesthesiology care progressively increased each year of the study, reaching 
2.9% in 2015. In the unweighted sample, the primary outcome occurred in 44% of the 
complete handover group compared with 29% of the no handover group. After adjustment, 
complete handovers were statistically significantly associated with an increased risk of the 
primary outcome (adjusted risk difference [aRD], 6.8% [95% CI, 4.5% to 9.1%]; P < .001), 
all-cause death (aRD, 1.2% [95% CI, 0.5% to 2%]; P = .002), and major complications 
(aRD, 5.8% [95% CI, 3.6% to 7.9%]; P < .001), but not with hospital readmission within 30 
days of surgery (aRD, 1.2% [95% CI, −0.3% to 2.7%]; P = .11). 
Conclusions and Relevance Among adults undergoing major surgery, complete 
handover of intraoperative anesthesia care compared with no handover was associated 
with a higher risk of adverse postoperative outcomes. These findings may support limiting 
complete anesthesia handovers. 
________________________________________________________________________ 

 
Association of Screening and Treatment With Breast Cancer Mortality by Molecular 
Subtype in US Women, 2000-2012  
Sylvia K. Plevritis; Diego Munoz; Allison W. Kurian; et al.  
JAMA. 2018;319(2):154-164.  
https://jamanetwork.com/journals/jama/article-abstract/2668347 
 
Abstract 
Importance Given recent advances in screening mammography and adjuvant therapy 
(treatment), quantifying their separate and combined effects on US breast cancer mortality 
reductions by molecular subtype could guide future decisions to reduce disease burden. 
Objective To evaluate the contributions associated with screening and treatment to breast 
cancer mortality reductions by molecular subtype based on estrogen-receptor (ER) and 
human epidermal growth factor receptor 2 (ERBB2, formerly HER2 or HER2/neu). 
Design, Setting, and Participants Six Cancer Intervention and Surveillance Network 
(CISNET) models simulated US breast cancer mortality from 2000 to 2012 using national 
data on plain-film and digital mammography patterns and performance, dissemination and 
efficacy of ER/ERBB2-specific treatment, and competing mortality. Multiple US birth 
cohorts were simulated. 
Exposures Screening mammography and treatment. 
Main Outcomes and Measures The models compared age-adjusted, overall, and 
ER/ERBB2-specific breast cancer mortality rates from 2000 to 2012 for women aged 30 to 

https://jamanetwork.com/journals/jama/fullarticle/2668347
https://jamanetwork.com/journals/jama/fullarticle/2668347
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79 years relative to the estimated mortality rate in the absence of screening and treatment 
(baseline rate); mortality reductions were apportioned to screening and treatment. 
Results In 2000, the estimated reduction in overall breast cancer mortality rate was 37% 
(model range, 27%-42%) relative to the estimated baseline rate in 2000 of 64 deaths 
(model range, 56-73) per 100 000 women: 44% (model range, 35%-60%) of this reduction 
was associated with screening and 56% (model range, 40%-65%) with treatment. In 2012, 
the estimated reduction in overall breast cancer mortality rate was 49% (model range, 
39%-58%) relative to the estimated baseline rate in 2012 of 63 deaths (model range, 54-
73) per 100 000 women: 37% (model range, 26%-51%) of this reduction was associated 
with screening and 63% (model range, 49%-74%) with treatment. Of the 63% associated 
with treatment, 31% (model range, 22%-37%) was associated with chemotherapy, 27% 
(model range, 18%-36%) with hormone therapy, and 4% (model range, 1%-6%) with 
trastuzumab. The estimated relative contributions associated with screening vs treatment 
varied by molecular subtype: for ER+/ERBB2−, 36% (model range, 24%-50%) vs 64% 
(model range, 50%-76%); for ER+/ERBB2+, 31% (model range, 23%-41%) vs 69% (model 
range, 59%-77%); for ER−/ERBB2+, 40% (model range, 34%-47%) vs 60% (model range, 
53%-66%); and for ER−/ERBB2−, 48% (model range, 38%-57%) vs 52% (model range, 
44%-62%). 
Conclusions and Relevance In this simulation modeling study that projected trends in 
breast cancer mortality rates among US women, decreases in overall breast cancer 
mortality from 2000 to 2012 were associated with advances in screening and in adjuvant 
therapy, although the associations varied by breast cancer molecular subtype. 

Back to Contents 
________________________________________________________________________ 

 
The Lancet (6 January 2018, Vol. 391, No. 10115) 
 
Percutaneous coronary intervention in stable angina (ORBITA): a double-blind, 
randomised controlled trial 
Rasha Al-Lamee, Rasha Al-Lamee, David Thompson, et al.  on behalf of the ORBITA 
investigators 
The Lancet, Volume 391, No. 10115, p31–40, 6 January 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32714-9/fulltext 
 
Summary 
Background 
Symptomatic relief is the primary goal of percutaneous coronary intervention (PCI) in 
stable angina and is commonly observed clinically. However, there is no evidence from 
blinded, placebo-controlled randomised trials to show its efficacy. 
Methods 
ORBITA is a blinded, multicentre randomised trial of PCI versus a placebo procedure for 
angina relief that was done at five study sites in the UK. We enrolled patients with severe 
(≥70%) single-vessel stenoses. After enrolment, patients received 6 weeks of medication 
optimisation. Patients then had pre-randomisation assessments with cardiopulmonary 
exercise testing, symptom questionnaires, and dobutamine stress echocardiography. 
Patients were randomised 1:1 to undergo PCI or a placebo procedure by use of an 
automated online randomisation tool. After 6 weeks of follow-up, the assessments done 
before randomisation were repeated at the final assessment. The primary endpoint was 
difference in exercise time increment between groups. All analyses were based on the 
intention-to-treat principle and the study population contained all participants who 
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underwent randomisation. This study is registered with ClinicalTrials.gov, number 
NCT02062593. 
Findings 
ORBITA enrolled 230 patients with ischaemic symptoms. After the medication optimisation 
phase and between Jan 6, 2014, and Aug 11, 2017, 200 patients underwent 
randomisation, with 105 patients assigned PCI and 95 assigned the placebo procedure. 
Lesions had mean area stenosis of 84·4% (SD 10·2), fractional flow reserve of 0·69 
(0·16), and instantaneous wave-free ratio of 0·76 (0·22). There was no significant 
difference in the primary endpoint of exercise time increment between groups (PCI minus 
placebo 16·6 s, 95% CI −8·9 to 42·0, p=0·200). There were no deaths. Serious adverse 
events included four pressure-wire related complications in the placebo group, which 
required PCI, and five major bleeding events, including two in the PCI group and three in 
the placebo group. 
Interpretation 
In patients with medically treated angina and severe coronary stenosis, PCI did not 
increase exercise time by more than the effect of a placebo procedure. The efficacy of 
invasive procedures can be assessed with a placebo control, as is standard for 
pharmacotherapy. 
Funding 
NIHR Imperial Biomedical Research Centre, Foundation for Circulatory Health, Imperial 
College Healthcare Charity, Philips Volcano, NIHR Barts Biomedical Research Centre. 
________________________________________________________________________ 

 
Drug-eluting stents in elderly patients with coronary artery disease (SENIOR): a 
randomised single-blind trial 
Olivier Varenne, Stéphane Cook, Georgios Sideris, et al. for the SENIOR investigators 
The Lancet, Volume 391, No. 10115, p41–50, 6 January 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32713-7/fulltext 
 
Summary 
Background 
Elderly patients regularly receive bare-metal stents (BMS) instead of drug-eluting stents 
(DES) to shorten the duration of double antiplatelet therapy (DAPT). The aim of this study 
was to compare outcomes between these two types of stents with a short duration of 
DAPT in such patients. 
Methods 
In this randomised single-blind trial, we recruited patients from 44 centres in nine 
countries. Patients were eligible if they were aged 75 years or older; had stable angina, 
silent ischaemia, or an acute coronary syndrome; and had at least one coronary artery 
with a stenosis of at least 70% (≥50% for the left main stem) deemed eligible for 
percutaneous coronary intervention (PCI). Exclusion criteria were indication for myocardial 
revascularisation by coronary artery bypass grafting; inability to tolerate, obtain, or comply 
with DAPT; requirement for additional surgery; non-cardiac comorbidities with a life 
expectancy of less than 1 year; previous haemorrhagic stroke; allergy to aspirin or P2Y12 
inhibitors; contraindication to P2Y12 inhibitors; and silent ischaemia of less than 10% of the 
left myocardium with a fractional flow reserve of 0·80 or higher. After the intended duration 
of DAPT was recorded (1 month for patients with stable presentation and 6 months for 
those with unstable presentation), patients were randomly allocated (1:1) by a central 
computer system (blocking used with randomly selected block sizes [two, four, eight, or 
16]; stratified by site and antiplatelet agent) to either a DES or similar BMS in a single-blind 
fashion (ie, patients were masked), but those assessing outcomes were masked. The 
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primary outcome was to compare major adverse cardiac and cerebrovascular events (ie, a 
composite of all-cause mortality, myocardial infarction, stroke, or ischaemia-driven target 
lesion revascularisation) between groups at 1 year in the intention-to-treat population, 
assessed at 30 days, 180 days, and 1 year. This trial is registered with ClinicalTrials.gov, 
number NCT02099617. 
Findings 
Between May 21, 2014, and April 16, 2016, we randomly assigned 1200 patients (596 
[50%] to the DES group and 604 [50%] to the BMS group). The primary endpoint occurred 
in 68 (12%) patients in the DES group and 98 (16%) in the BMS group (relative risk [RR] 
0·71 [95% CI 0·52–0·94]; p=0·02). Bleeding complications (26 [5%] in the DES group vs 
29 [5%] in the BMS group; RR 0·90 [0·51–1·54]; p=0·68) and stent thrombosis (three [1%] 
vs eight [1%]; RR 0·38 [0·00–1·48]; p=0·13) at 1 year were infrequent in both groups. 
Interpretation 
Among elderly patients who have PCI, a DES and a short duration of DAPT are better than 
BMS and a similar duration of DAPT with respect to the occurrence of all-cause mortality, 
myocardial infarction, stroke, and ischaemia-driven target lesion revascularisation. A 
strategy of combination of a DES to reduce the risk of subsequent repeat 
revascularisations with a short BMS-like DAPT regimen to reduce the risk of bleeding 
event is an attractive option for elderly patients who have PCI. 
Funding 
Boston Scientific. 
_____________________________________________________________________ 

 
Endoscopic or surgical step-up approach for infected necrotising pancreatitis: a 
multicentre randomised trial 
Sandra van Brunschot, Janneke van Grinsven, Hjalmar C van Santvoort, et al. 
The Lancet, Volume 391, No. 10115, p51–58, 6 January 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32404-2/fulltext 
 
Summary 
Background 
Infected necrotising pancreatitis is a potentially lethal disease and an indication for 
invasive intervention. The surgical step-up approach is the standard treatment. A 
promising alternative is the endoscopic step-up approach. We compared both approaches 
to see whether the endoscopic step-up approach was superior to the surgical step-up 
approach in terms of clinical and economic outcomes. 
Methods 
In this multicentre, randomised, superiority trial, we recruited adult patients with infected 
necrotising pancreatitis and an indication for invasive intervention from 19 hospitals in the 
Netherlands. Patients were randomly assigned to either the endoscopic or the surgical 
step-up approach. The endoscopic approach consisted of endoscopic ultrasound-guided 
transluminal drainage followed, if necessary, by endoscopic necrosectomy. The surgical 
approach consisted of percutaneous catheter drainage followed, if necessary, by video-
assisted retroperitoneal debridement. The primary endpoint was a composite of major 
complications or death during 6-month follow-up. Analyses were by intention to treat. This 
trial is registered with the ISRCTN registry, number ISRCTN09186711. 
Findings 
Between Sept 20, 2011, and Jan 29, 2015, we screened 418 patients with pancreatic or 
extrapancreatic necrosis, of which 98 patients were enrolled and randomly assigned to the 
endoscopic step-up approach (n=51) or the surgical step-up approach (n=47). The primary 
endpoint occurred in 22 (43%) of 51 patients in the endoscopy group and in 21 (45%) of 
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47 patients in the surgery group (risk ratio [RR] 0·97, 95% CI 0·62–1·51; p=0·88). Mortality 
did not differ between groups (nine [18%] patients in the endoscopy group vs six [13%] 
patients in the surgery group; RR 1·38, 95% CI 0·53–3·59, p=0·50), nor did any of the 
major complications included in the primary endpoint. 
Interpretation 
In patients with infected necrotising pancreatitis, the endoscopic step-up approach was not 
superior to the surgical step-up approach in reducing major complications or death. The 
rate of pancreatic fistulas and length of hospital stay were lower in the endoscopy group. 
The outcome of this trial will probably result in a shift to the endoscopic step-up approach 
as treatment preference. 
Funding 
The Dutch Digestive Disease Foundation, Fonds NutsOhra, and the Netherlands 
Organization for Health Research and Development. 
_____________________________________________________________________ 

 
Daytime variation of perioperative myocardial injury in cardiac surgery and its 
prevention by Rev-Erbα antagonism: a single-centre propensity-matched cohort 
study and a randomised study 
David Montaigne, Xavier Marechal, Thomas Modine, et al. 
The Lancet, Volume 391, No. 10115, p59–69, 6 January 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32132-3/fulltext 
 
Summary 
Background 
On-pump cardiac surgery provokes a predictable perioperative myocardial ischaemia–
reperfusion injury which is associated with poor clinical outcomes. We determined the 
occurrence of time-of-the-day variation in perioperative myocardial injury in patients 
undergoing aortic valve replacement and its molecular mechanisms. 
Methods 
We studied the incidence of major adverse cardiac events in a prospective observational 
single-centre cohort study of patients with severe aortic stenosis and preserved left 
ventricular ejection fraction (>50%) who were referred to our cardiovascular surgery 
department at Lille University Hospital (Lille, France) for aortic valve replacement and 
underwent surgery in the morning or afternoon. Patients were matched into pairs by 
propensity score. We also did a randomised study, in which we evaluated perioperative 
myocardial injury and myocardial samples of patients randomly assigned (1:1) via 
permuted block randomisation (block size of eight) to undergo isolated aortic valve 
replacement surgery either in the morning or afternoon. We also evaluated human and 
rodent myocardium in ex-vivo hypoxia–reoxygenation models and did a transcriptomic 
analysis in myocardial samples from the randomised patients to identify the signalling 
pathway(s) involved. The primary objective of the study was to assess whether myocardial 
tolerance of ischaemia–reperfusion differed depending on the timing of aortic valve 
replacement surgery (morning vs afternoon), as measured by the occurrence of major 
adverse cardiovascular events (cardiovascular death, myocardial infarction, and admission 
to hospital for acute heart failure). The randomised study is registered with 
ClinicalTrials.gov, number NCT02812901. 
Findings 
In the cohort study (n=596 patients in matched pairs who underwent either morning 
surgery [n=298] or afternoon surgery [n=298]), during the 500 days following aortic valve 
replacement, the incidence of major adverse cardiac events was lower in the afternoon 
surgery group than in the morning group: hazard ratio 0·50 (95% CI 0·32–0·77; p=0·0021). 

http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32132-3/fulltext
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In the randomised study, 88 patients were randomly assigned to undergo surgery in the 
morning (n=44) or afternoon (n=44); perioperative myocardial injury assessed with the 
geometric mean of perioperative cardiac troponin T release was significantly lower in the 
afternoon group than in the morning group (estimated ratio of geometric means for 
afternoon to morning of 0·79 [95% CI 0·68–0·93; p=0·0045]). Ex-vivo analysis of human 
myocardium revealed an intrinsic morning–afternoon variation in hypoxia–reoxygenation 
tolerance, concomitant with transcriptional alterations in circadian gene expression with 
the nuclear receptor Rev-Erbα being highest in the morning. In a mouse Langendorff 
model of hypoxia–reoxygenation myocardial injury, Rev-Erbα gene deletion or antagonist 
treatment reduced injury at the time of sleep-to-wake transition, through an increase in the 
expression of the ischaemia–reperfusion injury modulator CDKN1a/p21. 
Interpretation 
Perioperative myocardial injury is transcriptionally orchestrated by the circadian clock in 
patients undergoing aortic valve replacement, and Rev-Erbα antagonism seems to be a 
pharmacological strategy for cardioprotection. Afternoon surgery might provide 
perioperative myocardial protection and lead to improved patient outcomes compared with 
morning surgery. 
Funding 
Fondation de France, Fédération Française de Cardiologie, EU-FP7-Eurhythdia, Agence 
Nationale pour la Recherche ANR-10-LABX-46, and CPER-Centre Transdisciplinaire de 
Recherche sur la Longévité. 

Back to Contents 
________________________________________________________________________ 

 
The New England Journal of Medicine (4th January 2018, Vol. 378, No. 1) 
 
Thrombectomy 6 to 24 Hours after Stroke with a Mismatch between Deficit and 
Infarct 
Raul G. Nogueira, Ashutosh P. Jadhav, Diogo C. Haussen, et al. for the DAWN Trial 
Investigators 
N Engl J Med 2018; 378:11-21January 4, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1706442 
 
Abstract 
BACKGROUND 
The effect of endovascular thrombectomy that is performed more than 6 hours after the 
onset of ischemic stroke is uncertain. Patients with a clinical deficit that is 
disproportionately severe relative to the infarct volume may benefit from late 
thrombectomy. 
METHODS 
We enrolled patients with occlusion of the intracranial internal carotid artery or proximal 
middle cerebral artery who had last been known to be well 6 to 24 hours earlier and who 
had a mismatch between the severity of the clinical deficit and the infarct volume, with 
mismatch criteria defined according to age (<80 years or ≥80 years). Patients were 
randomly assigned to thrombectomy plus standard care (the thrombectomy group) or to 
standard care alone (the control group). The coprimary end points were the mean score 
for disability on the utility-weighted modified Rankin scale (which ranges from 0 [death] to 
10 [no symptoms or disability]) and the rate of functional independence (a score of 0, 1, or 
2 on the modified Rankin scale, which ranges from 0 to 6, with higher scores indicating 
more severe disability) at 90 days. 
RESULTS 

http://www.nejm.org/doi/full/10.1056/NEJMoa1706442
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A total of 206 patients were enrolled; 107 were assigned to the thrombectomy group and 
99 to the control group. At 31 months, enrollment in the trial was stopped because of the 
results of a prespecified interim analysis. The mean score on the utility-weighted modified 
Rankin scale at 90 days was 5.5 in the thrombectomy group as compared with 3.4 in the 
control group (adjusted difference [Bayesian analysis], 2.0 points; 95% credible interval, 
1.1 to 3.0; posterior probability of superiority, >0.999), and the rate of functional 
independence at 90 days was 49% in the thrombectomy group as compared with 13% in 
the control group (adjusted difference, 33 percentage points; 95% credible interval, 24 to 
44; posterior probability of superiority, >0.999). The rate of symptomatic intracranial 
hemorrhage did not differ significantly between the two groups (6% in the thrombectomy 
group and 3% in the control group, P=0.50), nor did 90-day mortality (19% and 18%, 
respectively; P=1.00). 
CONCLUSIONS 
Among patients with acute stroke who had last been known to be well 6 to 24 hours earlier 
and who had a mismatch between clinical deficit and infarct, outcomes for disability at 90 
days were better with thrombectomy plus standard care than with standard care alone. 
(Funded by Stryker Neurovascular; DAWN ClinicalTrials.gov number, NCT02142283.) 
________________________________________________________________________ 

 
Trial of Contralateral Seventh Cervical Nerve Transfer for Spastic Arm Paralysis 
Mou-Xiong Zheng, Xu-Yun Hua, Jun-Tao Feng, et al. 
N Engl J Med 2018; 378:22-34January 4, 2018  
http://www.nejm.org/doi/full/10.1056/NEJMoa1615208 
 
Abstract 
BACKGROUND 
Spastic limb paralysis due to injury to a cerebral hemisphere can cause long-term 
disability. We investigated the effect of grafting the contralateral C7 nerve from the 
nonparalyzed side to the paralyzed side in patients with spastic arm paralysis due to 
chronic cerebral injury. 
METHODS 
We randomly assigned 36 patients who had had unilateral arm paralysis for more than 5 
years to undergo C7 nerve transfer plus rehabilitation (18 patients) or to undergo 
rehabilitation alone (18 patients). The primary outcome was the change from baseline to 
month 12 in the total score on the Fugl–Meyer upper-extremity scale (scores range from 0 
to 66, with higher scores indicating better function). 
RESULTS 
The mean increase in Fugl–Meyer score in the paralyzed arm was 17.7 in the surgery 
group and 2.6 in the control group (difference, 15.1; 95% confidence interval, 12.2 to 17.9; 
P<0.001). With regard to improvements in spasticity as measured on the Modified 
Ashworth Scale (an assessment of five joints, each scored from 0 to 5, with higher scores 
indicating more spasticity), the smallest between-group difference was in the thumb, with 
6, 9, and 3 patients in the surgery group having a 2-unit improvement, a 1-unit 
improvement, or no change, respectively, as compared with 1, 6, and 7 patients in the 
control group (P=0.02). Transcranial magnetic stimulation and functional imaging showed 
connectivity between the ipsilateral hemisphere and the paralyzed arm. There were no 
significant differences from baseline to month 12 in power, tactile threshold, or two-point 
discrimination in the hand on the side of the donor graft. 
CONCLUSIONS 
In this single-center trial involving patients who had had unilateral arm paralysis due to 
chronic cerebral injury for more than 5 years, transfer of the C7 nerve from the 

http://www.nejm.org/doi/full/10.1056/NEJMoa1615208
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nonparalyzed side to the side of the arm that was paralyzed was associated with a greater 
improvement in function and reduction of spasticity than rehabilitation alone over a period 
of 12 months. Physiological connectivity developed between the ipsilateral cerebral 
hemisphere and the paralyzed hand. (Funded by the National Natural Science Foundation 
of China and others; Chinese Clinical Trial Registry number, 13004466.) 
________________________________________________________________________ 

 

Myeloablative Autologous Stem-Cell Transplantation for Severe Scleroderma 
Keith M. Sullivan, Ellen A. Goldmuntz, Lynette Keyes-Elstein, et al. for the SCOT Study 
Investigators 
N Engl J Med 2018; 378:35-47January 4, 2018  
http://www.nejm.org/doi/full/10.1056/NEJMoa1703327 
 
Abstract 
BACKGROUND 
Despite current therapies, diffuse cutaneous systemic sclerosis (scleroderma) often has a 
devastating outcome. We compared myeloablative CD34+ selected autologous 
hematopoietic stem-cell transplantation with immunosuppression by means of 12 monthly 
infusions of cyclophosphamide in patients with scleroderma. 
METHODS 
We randomly assigned adults (18 to 69 years of age) with severe scleroderma to undergo 
myeloablative autologous stem-cell transplantation (36 participants) or to receive 
cyclophosphamide (39 participants). The primary end point was a global rank composite 
score comparing participants with each other on the basis of a hierarchy of disease 
features assessed at 54 months: death, event-free survival (survival without respiratory, 
renal, or cardiac failure), forced vital capacity, the score on the Disability Index of the 
Health Assessment Questionnaire, and the modified Rodnan skin score. 
RESULTS 
In the intention-to-treat population, global rank composite scores at 54 months showed the 
superiority of transplantation (67% of 1404 pairwise comparisons favored transplantation 
and 33% favored cyclophosphamide, P=0.01). In the per-protocol population (participants 
who received a transplant or completed ≥9 doses of cyclophosphamide), the rate of event-
free survival at 54 months was 79% in the transplantation group and 50% in the 
cyclophosphamide group (P=0.02). At 72 months, Kaplan–Meier estimates of event-free 
survival (74% vs. 47%) and overall survival (86% vs. 51%) also favored transplantation 
(P=0.03 and 0.02, respectively). A total of 9% of the participants in the transplantation 
group had initiated disease-modifying antirheumatic drugs (DMARDs) by 54 months, as 
compared with 44% of those in the cyclophosphamide group (P=0.001). Treatment-related 
mortality in the transplantation group was 3% at 54 months and 6% at 72 months, as 
compared with 0% in the cyclophosphamide group. 
CONCLUSIONS 
Myeloablative autologous hematopoietic stem-cell transplantation achieved long-term 
benefits in patients with scleroderma, including improved event-free and overall survival, at 
a cost of increased expected toxicity. Rates of treatment-related death and post-
transplantation use of DMARDs were lower than those in previous reports of 
nonmyeloablative transplantation. (Funded by the National Institute of Allergy and 
Infectious Diseases and the National Institutes of Health; ClinicalTrials.gov number, 
NCT00114530.) 

Back to Contents 
________________________________________________________________________ 
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Sources  
 

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

JAMA: The Journal of the American Medical 
Association  

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

The Lancet www.thelancet.com 

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

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

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

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

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

________________________________________________________________________ 

Library News 
________________________________________________________________________ 

 

ClinicalKey 

 

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

 

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

 

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

________________________________________________________________________ 

 

 

   New e-learning modules 
 

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/
http://www.derbyhospitalslibrary.co.uk/e-resources
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Struggling to search published literature effectively? Knowledge for Healthcare (KfH) 
and Health Education England have published a suite of e-learning modules. More 
information can be found on our website: http://www.derbyhospitalslibrary.co.uk/e-
learning 
 

 
________________________________________________________________________ 

 

Library Training Sessions 

 

     Winter 2017/2018        

 

                                  
 JANUARY 

Using Evidence-Based Databases – please book in advance 
Wednesday 17th      2:00pm — 3:00pm  Library IT Room 
 
Critical Appraisal (RCT paper) – please book in advance 
Thursday 25th    2:00pm — 3:30pm   Library Seminar Room 1  
 

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

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

 
 

 
 

Do you require an article or book that is unavailable in the Library? 
 

If so, you need to register for CLIO 
 
For those of you who have already used it, your login pages and further-content pages 
now look a little different. We have tried to make the CLIO interface more user-friendly, 
and hope that you like the improvements. If you feel that you need any guidance or advice 
about the changes, please get in touch with us and we will be most happy to help you 
 
For more information about CLIO, please follow this link:  
http://www.derbyhospitalslibrary.co.uk/ills 
 
 

mailto:suzanne.toft@nhs.net
http://www.derbyhospitalslibrary.co.uk/ills
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________________________________________________________________________ 
 

Online repository 
(For employees of DTHFT only) 

 

 

________________________________________________________________________ 
 
 

 
 
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 
 

http://casereports.bmj.com/
http://casereports.bmj.com/site/about/guidelines.xhtml
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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 
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Email:   dhft.libraryca@nhs.net 
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