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Laparoscopic cholecystectomy versus percutaneous catheter drainage for acute 
cholecystitis in high risk patients (CHOCOLATE): Multicentre randomised clinical 
trial 
Charlotte S Loozen, Hjalmar C van Santvoort, Peter van Duijvendijk, et al. 
BMJ 2018; 363 (Published 08 October 2018) 
https://www.bmj.com/content/363/bmj.k3965 
 
Abstract 
Objective To assess whether laparoscopic cholecystectomy is superior to percutaneous 
catheter drainage in high risk patients with acute calculous cholecystitis. 
Design Multicentre, randomised controlled, superiority trial. 
Setting 11 hospitals in the Netherlands, February 2011 to January 2016. 
Participants 142 high risk patients with acute calculous cholecystitis were randomly 
allocated to laparoscopic cholecystectomy (n=66) or to percutaneous catheter drainage 
(n=68). High risk was defined as an acute physiological assessment and chronic health 
evaluation II (APACHE II) score of 7 or more. 
Main outcome measures The primary endpoints were death within one year and the 
occurrence of major complications, defined as infectious and cardiopulmonary 
complications within one month, need for reintervention (surgical, radiological, or 
endoscopic that had to be related to acute cholecystitis) within one year, or recurrent 
biliary disease within one year. 
Results The trial was concluded early after a planned interim analysis. The rate of death 
did not differ between the laparoscopic cholecystectomy and percutaneous catheter 
drainage group (3% v 9%, P=0.27), but major complications occurred in eight of 66 
patients (12%) assigned to cholecystectomy and in 44 of 68 patients (65%) assigned to 
percutaneous drainage (risk ratio 0.19, 95% confidence interval 0.10 to 0.37; P<0.001). In 
the drainage group 45 patients (66%) required a reintervention compared with eight 
patients (12%) in the cholecystectomy group (P<0.001). Recurrent biliary disease occurred 
more often in the percutaneous drainage group (53% v 5%, P<0.001), and the median 
length of hospital stay was longer (9 days v 5 days, P<0.001). 
Conclusion Laparoscopic cholecystectomy compared with percutaneous catheter 
drainage reduced the rate of major complications in high risk patients with acute 
cholecystitis. 
________________________________________________________________________ 

https://www.bmj.com/content/363/bmj.k3965


 - 3 - 

 
Effectiveness of the Stand More AT (SMArT) Work intervention: Cluster randomised 
controlled trial 
Charlotte L Edwardson, Tom Yates, Stuart J H Biddle, et al. 
BMJ 2018; 363 (Published 10 October 2018) 
https://www.bmj.com/content/363/bmj.k3870 
 
Abstract 
Objectives To evaluate the impact of a multicomponent intervention (Stand More AT 
(SMArT) Work) designed to reduce sitting time on short (three months), medium (six 
months), and longer term (12 months) changes in occupational, daily, and prolonged 
sitting, standing, and physical activity, and physical, psychological, and work related 
health. 
Design Cluster two arm randomised controlled trial. 
Setting National Health Service trust, England. 
Participants 37 office clusters (146 participants) of desk based workers: 19 clusters (77 
participants) were randomised to the intervention and 18 (69 participants) to control. 
Interventions The intervention group received a height adjustable workstation, a brief 
seminar with supporting leaflet, workstation instructions with sitting and standing targets, 
feedback on sitting and physical activity at three time points, posters, action planning and 
goal setting booklet, self monitoring and prompt tool, and coaching sessions (month 1 and 
every three months thereafter). The control group continued with usual practice. 
Main outcome measures The primary outcome was occupational sitting time (thigh worn 
accelerometer). Secondary outcomes were objectively measured daily sitting, prolonged 
sitting (≥30 minutes), and standing time, physical activity, musculoskeletal problems, self 
reported work related health (job performance, job satisfaction, work engagement, 
occupational fatigue, sickness presenteeism, and sickness absenteeism), cognitive 
function, and self reported psychological measures (mood and affective states, quality of 
life) assessed at 3, 6, and 12 months. Data were analysed using generalised estimating 
equation models, accounting for clustering. 
Results A significant difference between groups (in favour of the intervention group) was 
found in occupational sitting time at 12 months (−83.28 min/workday, 95% confidence 
interval −116.57 to −49.98, P=0.001). Differences between groups (in favour of the 
intervention group compared with control) were observed for occupational sitting time at 
three months (−50.62 min/workday, −78.71 to −22.54, P<0.001) and six months (−64.40 
min/workday, −97.31 to −31.50, P<0.001) and daily sitting time at six months (−59.32 
min/day, −88.40 to −30.25, P<0.001) and 12 months (−82.39 min/day, −114.54 to −50.26, 
P=0.001). Group differences (in favour of the intervention group compared with control) 
were found for prolonged sitting time, standing time, job performance, work engagement, 
occupational fatigue, sickness presenteeism, daily anxiety, and quality of life. No 
differences were seen for sickness absenteeism. 
Conclusions SMArT Work successfully reduced sitting time over the short, medium, and 
longer term, and positive changes were observed in work related and psychological health. 
________________________________________________________________________ 

 
Evaluation of the diet wide contribution to serum urate levels: Meta-analysis of 
population based cohorts 
Tanya J Major, Ruth K Topless, Nicola Dalbeth, Tony R Merriman, et al. 
BMJ 2018; 363 (Published 10 October 2018) 
https://www.bmj.com/content/363/bmj.k3951 
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Abstract 
Objective To systematically test dietary components for association with serum urate 
levels and to evaluate the relative contributions of estimates of diet pattern and inherited 
genetic variants to population variance in serum urate levels. 
Design Meta-analysis of cross sectional data from the United States. 
Data sources Five cohort studies. 
Review methods 16 760 individuals of European ancestry (8414 men and 8346 women) 
from the US were included in analyses. Eligible individuals were aged over 18, without 
kidney disease or gout, and not taking urate lowering or diuretic drugs. All participants had 
serum urate measurements, dietary survey data, information on potential confounders 
(sex, age, body mass index, average daily calorie intake, years of education, exercise 
levels, smoking status, and menopausal status), and genome wide genotypes. The main 
outcome measures were average serum urate levels and variance in serum urate levels. β 
values (95% confidence intervals) and Bonferroni corrected P values from multivariable 
linear regression analyses, along with regression partial R2 values, were used to quantitate 
associations. 
Results Seven foods were associated with raised serum urate levels (beer, liquor, wine, 
potato, poultry, soft drinks, and meat (beef, pork, or lamb)) and eight foods were 
associated with reduced serum urate levels (eggs, peanuts, cold cereal, skim milk, 
cheese, brown bread, margarine, and non-citrus fruits) in the male, female, or full cohorts. 
Three diet scores, constructed on the basis of healthy diet guidelines, were inversely 
associated with serum urate levels and a fourth, data driven diet pattern positively 
associated with raised serum urate levels, but each explained ≤0.3% of variance in serum 
urate. In comparison, 23.9% of variance in serum urate levels was explained by common, 
genome wide single nucleotide variation. 
Conclusion In contrast with genetic contributions, diet explains very little variation in 
serum urate levels in the general population. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (16 October 2018, Vol. 320, No. 
15) 
 
Effect of Theophylline as Adjunct to Inhaled Corticosteroids on Exacerbations in 
Patients With COPD: A Randomized Clinical Trial 
Graham Devereux, Seonaidh Cotton, Shona Fielding, et al  
JAMA.  2018; 320 (15): 1548-1559.  
https://jamanetwork.com/journals/jama/fullarticle/2707459 
 
Abstract  
Importance Chronic obstructive pulmonary disease (COPD) is a major global health issue 
and theophylline is used extensively. Preclinical investigations have demonstrated that low 
plasma concentrations (1-5 mg/L) of theophylline enhance antiinflammatory effects of 
corticosteroids in COPD. 
Objective To investigate the effectiveness of adding low-dose theophylline to inhaled 
corticosteroids in COPD. 
Design, Setting, and Participants The TWICS (theophylline with inhaled corticosteroids) 
trial was a pragmatic, double-blind, placebo-controlled, randomized clinical trial that 
enrolled patients with COPD between February 6, 2014, and August 31, 2016. Final 
follow-up ended on August 31, 2017. Participants had a ratio of forced expiratory volume 
in the first second to forced vital capacity (FEV 1/ FVC) of less than 0.7 with at least 2 

https://jamanetwork.com/journals/jama/fullarticle/2707459
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exacerbations (treated with antibiotics, oral corticosteroids, or both) in the previous year 
and were using an inhaled corticosteroid. This study included 1578 participants in 121 UK 
primary and secondary care sites. 
Interventions Participants were randomized to receive low-dose theophylline (200 mg 
once or twice per day) to provide plasma concentrations of 1 to 5 mg/L (determined by 
ideal body weight and smoking status) (n = 791) or placebo (n = 787.) 
Main Outcomes and Measures The number of participant-reported moderate or severe 
exacerbations treated with antibiotics, oral corticosteroids, or both over the 1-year 
treatment period. 
Results Of the 1567 participants analyzed, mean (SD) age was 68.4 (8.4) years and 54% 
(843) were men. Data for evaluation of the primary outcome were available for 1536 
participants  (98( )%772 in the theophylline group; 764 in the placebo group). In total, there 
were 3430 exacerbations: 1727 in the theophylline group (mean, 2.24 [95% CI, 2.10-2.38] 
exacerbations per year) vs 1703 in the placebo group (mean, 2.23 [95% CI, 2.09-2.37] 
exacerbations per year); unadjusted mean difference, 0.01 (95% CI, −0.19 to 0.21) and 
adjusted incidence rate ratio, 0.99 (95% CI, 0.91-1.08). Serious adverse events in the 
theophylline and placebo groups included cardiac, 2.4% vs 3.4%; gastrointestinal, 2.7% vs 
1.3%; and adverse reactions such as nausea (10.9% vs 7.9%) and headaches (9.0% vs 
7.9%.) 
Conclusions and Relevance Among adults with COPD at high risk of exacerbation 
treated with inhaled corticosteroids, the addition of low-dose theophylline, compared with 
placebo, did not reduce the number COPD exacerbations over a 1-year period. The 
findings do not support the use of low-dose theophylline as adjunctive therapy to inhaled 
corticosteroids for the prevention of COPD exacerbations. 
________________________________________________________________________ 

 
Comparison of the Performance of Common Measures of Weight Regain After 
Bariatric Surgery for Association With Clinical Outcomes 
Wendy C. King, Amanda S. Hinerman, Steven H. Belle, et al  
JAMA.  2018; 320 (15): 1560-1569.  
https://jamanetwork.com/journals/jama/article-abstract/2707460 
 
Abstract  
Importance Estimates of weight regain following bariatric surgery vary widely. 
Objective To describe weight regain after reaching nadir weight following Roux-en-Y 
gastric bypass (RYGB) surgery and compare weight regain measures for association with 
outcomes. 
Design, Setting, and Participants Prospective cohort study of 2458 adults who 
underwent bariatric surgery at 10 hospitals in 6 US cities between March 2006 and April 
2009. Assessments were conducted within 30 days’ presurgery, at 6 months’ postsurgery, 
and then annually until January 2015. Of the 1703 participants who underwent RYGB 
surgery, 1406 (83%) were followed up for 5 years or longer and had 5 or more weight 
measurements (excluding those who died or underwent surgical reversal). 
Exposures  Weight regain assessed by 5 continuous measures (weight in kilograms, body 
mass index [BMI], percentage of presurgery weight, percentage of nadir weight, and 
percentage of maximum weight lost) and 8 dichotomous measures (per established 
thresholds) were compared in relation to clinical outcomes based on statistical 
significance, magnitude of association, and model fit. 
Main Outcomes and Measures Progression of diabetes, hyperlipidemia, and 
hypertension and declines in physical and mental health–related quality of life and 
satisfaction with surgery. 

https://jamanetwork.com/journals/jama/article-abstract/2707460
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Results  Among the 1406 participants who underwent RYGB surgery, the median age 
was 47 years (25th-75th percentile, 38-55 years) and the median BMI was 46.3 (25th-75th 
percentile, 42.3-51.8) prior to surgery. Most participants were female (80.3%) and white 
(85.6%). The median follow-up was 6.6 years (25th-75th percentile, 5.9-7.0 years). The 
median percentage of maximum weight loss was 37.4% (25th-75th percentile, 31.6%-
43.3%) of presurgery weight and occurred a median of 2.0 years after RYGB surgery 
(25th-75th percentile, 1.0-3.2 years). The rate of weight regain was highest during the first 
year after reaching nadir weight, but weight regain continued to increase throughout 
follow-up (range, a median of 9.5% of maximum weight lost [25th-75th percentile, 4.7%-
17.2%] to 26.8% of maximum weight lost [25th-75th percentile, 16.7%-41.5%] 1 to 5 years 
after reaching nadir weight). The percentage of participants who regained weight 
depended on threshold (eg, 5 years after nadir weight, 43.6% regained ≥5 BMI points; 
50.2% regained ≥15% of nadir weight; and 67.3% regained ≥20% of maximum weight 
lost). Compared with other continuous weight regain measures, the percentage of 
maximum weight lost had the strongest association and best model fit for all outcomes 
except hyperlipidemia, which had a slightly stronger association with BMI. Of the 
dichotomous measures, 20% or greater of maximum weight lost performed better or 
similarly with most of the outcomes, and was the second best measure for hyperlipidemia 
(after ≥10 kg of weight) and hypertension (after ≥10% of maximum weight lost). 
Conclusions and Relevance  Among a large cohort of adults who underwent RYGB 
surgery, weight regain quantified as percentage of maximum weight lost performed better 
for association with most clinical outcomes than the alternatives examined. These findings 
may inform standardizing the measurement of weight regain in studies of bariatric surgery. 
________________________________________________________________________ 

 
Association Between Bariatric Surgery and Macrovascular Disease Outcomes in 
Patients With Type 2 Diabetes and Severe Obesity 
David P. Fisher, Eric Johnson, Sebastien Haneuse, et al  
JAMA.  2018; 320 (15): 1570-1582.  
https://jamanetwork.com/journals/jama/article-abstract/2707461 
 
Abstract  
Importance Macrovascular disease is a leading cause of morbidity and mortality for 
patients with type 2 diabetes, and medical management, including lifestyle changes, may 
not be successful at lowering risk. 
Objective To investigate the relationship between bariatric surgery and incident 
macrovascular (coronary artery disease and cerebrovascular diseases) events in patients 
with severe obesity and type 2 diabetes. 
Design, Setting, and Participants In this retrospective, matched cohort study, patients 
with severe obesity (body mass index ≥35) aged 19 to 79 years with diabetes who 
underwent bariatric surgery from 2005 to 2011 in 4 integrated health systems in the United 
States (n = 5301) were matched to 14 934 control patients on site, age, sex, body mass 
index, hemoglobin A1c, insulin use, observed diabetes duration, and prior health care 
utilization, with follow-up through September 2015. 
Exposures Bariatric procedures (76% Roux-en-Y gastric bypass, 17% sleeve 
gastrectomy, and 7% adjustable gastric banding) were compared with usual care for 
diabetes. 
Main Outcomes and Measures Multivariable-adjusted Cox regression analysis 
investigated time to incident macrovascular disease (defined as first occurrence of 
coronary artery disease [acute myocardial infarction, unstable angina, percutaneous 
coronary intervention, or coronary artery bypass grafting] or cerebrovascular events 

https://jamanetwork.com/journals/jama/article-abstract/2707461
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[ischemic stroke, hemorrhagic stroke, carotid stenting, or carotid endarterectomy]). 
Secondary outcomes included coronary artery disease and cerebrovascular outcomes 
separately. 
Results Among a combined 20 235 surgical and nonsurgical patients, the mean (SD) age 
was 50 (10) years; 76% of the surgical and 75% of the nonsurgical patients were female; 
and the baseline mean (SD) body mass index was 44.7 (6.9) and 43.8 (6.7) in the surgical 
and nonsurgical groups, respectively. At the end of the study period, there were 106 
macrovascular events in surgical patients (including 37 cerebrovascular and 78 coronary 
artery events over a median of 4.7 years; interquartile range, 3.2-6.2 years) and 596 
events in the matched control patients (including 227 cerebrovascular and 398 coronary 
artery events over a median of 4.6 years; interquartile range, 3.1-6.1 years). Bariatric 
surgery was associated with a lower composite incidence of macrovascular events at 5 
years (2.1% in the surgical group vs 4.3% in the nonsurgical group; hazard ratio, 0.60 
[95% CI, 0.42-0.86]), as well as a lower incidence of coronary artery disease (1.6% in the 
surgical group vs 2.8% in the nonsurgical group; hazard ratio, 0.64 [95% CI, 0.42-0.99]). 
The incidence of cerebrovascular disease was not significantly different between groups at 
5 years (0.7% in the surgical group vs 1.7% in the nonsurgical group; hazard ratio, 0.69 
[95% CI, 0.38-1.25]). 
Conclusions and Relevance In this observational study of patients with type 2 diabetes 
and severe obesity who underwent surgery, compared with those who did not undergo 
surgery, bariatric surgery was associated with a lower risk of macrovascular outcomes. 
The findings require confirmation in randomized clinical trials. Health care professionals 
should engage patients with severe obesity and type 2 diabetes in a shared decision 
making conversation about the potential role of bariatric surgery in the prevention of 
macrovascular events. 

Back to Contents 
________________________________________________________________________ 

 

The Lancet (13 October 2018, Vol. 392, No. 10155) 
 
Baseline and on-statin treatment lipoprotein(a) levels for prediction of 
cardiovascular events: Individual patient-data meta-analysis of statin outcome trials 
Peter Willeit, Paul M Ridker, Paul J Nestel, et al. 
The Lancet: Volume 392, ISSUE 10155, P1311-1320, October 13, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31652-0/fulltext 
 
Summary 
Background 
Elevated lipoprotein(a) is a genetic risk factor for cardiovascular disease in general 
population studies. However, its contribution to risk for cardiovascular events in patients 
with established cardiovascular disease or on statin therapy is uncertain.  
Methods 
Patient-level data from seven randomised, placebo-controlled, statin outcomes trials were 
collated and harmonised to calculate hazard ratios (HRs) for cardiovascular events, 
defined as fatal or non-fatal coronary heart disease, stroke, or revascularisation 
procedures. HRs for cardiovascular events were estimated within each trial across 
predefined lipoprotein(a) groups (15 to <30 mg/dL, 30 to <50 mg/dL, and ≥50 mg/dL, vs 
<15 mg/dL), before pooling estimates using multivariate random-effects meta-analysis.  
Findings 
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Analyses included data for 29 069 patients with repeat lipoprotein(a) measurements (mean 
age 62 years [SD 8]; 8064 [28%] women; 5751 events during 95 576 person-years at risk). 
Initiation of statin therapy reduced LDL cholesterol (mean change −39% [95% CI −43 to 
−35]) without a significant change in lipoprotein(a). Associations of baseline and on-statin 
treatment lipoprotein(a) with cardiovascular disease risk were approximately linear, with 
increased risk at lipoprotein(a) values of 30 mg/dL or greater for baseline lipoprotein(a) 
and 50 mg/dL or greater for on-statin lipoprotein(a). For baseline lipoprotein(a), HRs 
adjusted for age and sex ( vs <15 mg/dL) were 1·04 (95% CI 0·91–1·18) for 15 mg/dL to 
less than 30 mg/dL, 1·11 (1·00–1·22) for 30 mg/dL to less than 50 mg/dL, and 1·31 (1·08–
1·58) for 50 mg/dL or higher; respective HRs for on-statin lipoprotein(a) were 0·94 (0·81–
1·10), 1·06 (0·94–1·21), and 1·43 (1·15–1·76). HRs were almost identical after further 
adjustment for previous cardiovascular disease, diabetes, smoking, systolic blood 
pressure, LDL cholesterol, and HDL cholesterol. The association of on-statin lipoprotein(a) 
with cardiovascular disease risk was stronger than for on-placebo lipoprotein(a) 
(interaction p=0·010) and was more pronounced at younger ages (interaction p=0·008) 
without effect-modification by any other patient-level or study-level characteristics.  
Interpretation 
In this individual-patient data meta-analysis of statin-treated patients, elevated baseline 
and on-statin lipoprotein(a) showed an independent approximately linear relation with 
cardiovascular disease risk. This study provides a rationale for testing the lipoprotein(a) 
lowering hypothesis in cardiovascular disease outcomes trials.  
________________________________________________________________________ 

 
Closed-loop insulin delivery in suboptimally controlled type 1 diabetes: A 
multicentre, 12-week randomised trial 
Martin Tauschmann, Hood Thabit, Lia Bally, et al. 
The Lancet: Volume 392, ISSUE 10155, P1321-1329, October 13, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31947-0/fulltext 
 
Summary 
Background 
The achievement of glycaemic control remains challenging for patients with type 1 
diabetes. We assessed the effectiveness of day-and-night hybrid closed-loop insulin 
delivery compared with sensor-augmented pump therapy in people with suboptimally 
controlled type 1 diabetes aged 6 years and older. 
Methods 
In this open-label, multicentre, multinational, single-period, parallel randomised controlled 
trial, participants were recruited from diabetes outpatient clinics at four hospitals in the UK 
and two centres in the USA. We randomly assigned participants with type 1 diabetes aged 
6 years and older treated with insulin pump and with suboptimal glycaemic control 
(glycated haemoglobin [HbA1c] 7·5–10·0%) to receive either hybrid closed-loop therapy or 
sensor-augmented pump therapy over 12 weeks of free living. Training on study insulin 
pump and continuous glucose monitoring took place over a 4-week run-in period. Eligible 
subjects were randomly assigned using central randomisation software. Allocation to the 
two study groups was unblinded, and randomisation was stratified within centre by low 
(<8·5%) or high (≥8·5%) HbA1c. The primary endpoint was the proportion of time that 
glucose concentration was within the target range of 3·9–10·0 mmol/L at 12 weeks post 
randomisation. Analyses of primary outcome and safety measures were done in all 
randomised patients. The trial is registered with ClinicalTrials.gov, number NCT02523131, 
and is closed to accrual. 
Findings 
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From May 12, 2016, to Nov 17, 2017, 114 individuals were screened, and 86 eligible 
patients were randomly assigned to receive hybrid closed-loop therapy (n=46) or sensor-
augmented pump therapy (n=40; control group). The proportion of time that glucose 
concentration was within the target range was significantly higher in the closed-loop group 
(65%, SD 8) compared with the control group (54%, SD 9; mean difference in change 10·8 
percentage points, 95% CI 8·2 to 13·5; p<0·0001). In the closed-loop group, HbA1c was 
reduced from a screening value of 8·3% (SD 0·6) to 8·0% (SD 0·6) after the 4-week run-in, 
and to 7·4% (SD 0·6) after the 12-week intervention period. In the control group, the HbA1c 
values were 8·2% (SD 0·5) at screening, 7·8% (SD 0·6) after run-in, and 7·7% (SD 0·5) 
after intervention; reductions in HbA1c percentages were significantly greater in the closed-
loop group compared with the control group (mean difference in change 0·36%, 95% CI 
0·19 to 0·53; p<0·0001). The time spent with glucose concentrations below 3·9 mmol/L 
(mean difference in change −0·83 percentage points, −1·40 to −0·16; p=0·0013) and 
above 10·0 mmol/L (mean difference in change −10·3 percentage points, −13·2 to −7·5; 
p<0·0001) was shorter in the closed-loop group than the control group. The coefficient of 
variation of sensor-measured glucose was not different between interventions (mean 
difference in change −0·4%, 95% CI −1·4% to 0·7%; p=0·50). Similarly, total daily insulin 
dose was not different (mean difference in change 0·031 U/kg per day, 95% CI −0·005 to 
0·067; p=0·09) and bodyweight did not differ (mean difference in change 0·68 kg, 95% CI 
−0·34 to 1·69; p=0·19). No severe hypoglycaemia occurred. One diabetic ketoacidosis 
occurred in the closed-loop group due to infusion set failure. Two participants in each 
study group had significant hyperglycaemia, and there were 13 other adverse events in the 
closed-loop group and three in the control group. 
Interpretation 
Hybrid closed-loop insulin delivery improves glucose control while reducing the risk of 
hypoglycaemia across a wide age range in patients with suboptimally controlled type 1 
diabetes. 
________________________________________________________________________ 

 
Efficacy and safety of ustekinumab, an IL-12 and IL-23 inhibitor, in patients with 
active systemic lupus erythematosus: Results of a multicentre, double-blind, phase 
2, randomised, controlled study 
Ronald F van Vollenhoven, Bevra H Hahn, George C Tsokos, et al. 
The Lancet: Volume 392, ISSUE 10155, P1330-1339, October 13, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)32167-6/fulltext 
 
Summary 
Background 
Ustekinumab is a monoclonal antibody targeting interleukin (IL)-12 and IL-23 and is 
approved for the treatment of plaque psoriasis, psoriatic arthritis, and Crohn's disease. IL-
12 and IL-23 have been implicated in systemic lupus erythematosus. We aimed to assess 
the efficacy and safety of ustekinumab for the treatment of systemic lupus erythematosus 
in patients with moderate-to-severe disease activity despite conventional treatment.  
Methods 
This was a multicentre, double-blind, phase 2, randomised, controlled trial of adult patients 
with active, seropositive systemic lupus erythematosus, done at 44 private practices and 
academic centres in Argentina, Australia, Germany, Hungary, Mexico, Poland, Spain, 
Taiwan, and the USA. Eligible adults were aged 18–75 years, weighed at least 35 kg, and 
had a diagnosis of systemic lupus erythematosus at least 3 months before the first 
administration of study drug. Eligible patients were randomly assigned (3:2) to the 
ustekinumab or placebo group using an interactive web response system with stratification 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)32167-6/fulltext
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by skin biopsy, lupus nephritis presence, baseline systemic lupus erythematosus 
medications and systemic lupus erythematosus disease activity index 2000 (SLEDAI-2K) 
score combined factor, site, region, and race. Patients and investigators were masked to 
treatment allocation. Patients received an intravenous infusion of ustekinumab (260 mg for 
patients weighing 35–55 kg, 390 mg for patients weighing >55 kg and ≤85 kg, and 520 mg 
for patients weighing >85 kg) followed by subcutaneous injections of ustekinumab 90 mg 
every 8 weeks or intravenous infusion of placebo at week 0 followed by subcutaneous 
injections of placebo every 8 weeks, both in addition to standard-of-care therapy. The 
primary endpoint was the proportion of patients achieving a SLEDAI-2K responder index-4 
(SRI-4) response at week 24. Efficacy analyses were done in a modified intention-to-treat 
population of patients who received at least one dose (partial or complete, intravenous or 
subcutaneous) of their randomly assigned study treatment. Safety analyses were done in 
all patients who received at least one dose of study treatment, regardless of group 
assignment. This study is registered at ClinicalTrials.gov, number NCT02349061.  
Findings 
Between Oct 6, 2015, and Nov 30, 2016, 166 patients were screened, of whom 102 were 
randomly assigned to receive ustekinumab (n=60) or placebo (n=42). At week 24, 37 
(62%) of 60 patients in the ustekinumab group and 14 (33%) of 42 patients in the placebo 
group achieved an SRI-4 response (percentage difference 28% [95% CI 10–47], p=0·006). 
Between week 0 and week 24, 47 (78%) of 60 patients in the ustekinumab group and 28 
(67%) of 42 patients in the placebo group had at least one adverse event. Infections were 
the most common type of adverse event (27 [45%] in the ustekinumab group vs 21 [50%] 
in the placebo group). No deaths or treatment-emergent opportunistic infections, herpes 
zoster, tuberculosis, or malignancies occurred between weeks 0–24.  
Interpretation 
The addition of ustekinumab to standard-of-care treatment resulted in better efficacy in 
clinical and laboratory parameters than placebo in the treatment of active systemic lupus 
erythematosus and had a safety profile consistent with ustekinumab therapy in other 
diseases. The results of this study support further development of ustekinumab as a novel 
treatment in systemic lupus erythematosus.  

Back to Contents 
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The New England Journal of Medicine (11 October 2018, Vol. 379, No. 15) 
 
Prediction of Susceptibility to First-Line Tuberculosis Drugs by DNA Sequencing 
The CRyPTIC Consortium and the 100,000 Genomes Project 
N Engl J Med 2018; 379:1403-1415 October 11, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1800474 
 
Abstract 
Background 
The World Health Organization recommends drug-susceptibility testing of Mycobacterium 
tuberculosis complex for all patients with tuberculosis to guide treatment decisions and 
improve outcomes. Whether DNA sequencing can be used to accurately predict profiles of 
susceptibility to first-line antituberculosis drugs has not been clear. 
Methods 
We obtained whole-genome sequences and associated phenotypes of resistance or 
susceptibility to the first-line antituberculosis drugs isoniazid, rifampin, ethambutol, and 
pyrazinamide for isolates from 16 countries across six continents. For each isolate, 
mutations associated with drug resistance and drug susceptibility were identified across 
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nine genes, and individual phenotypes were predicted unless mutations of unknown 
association were also present. To identify how whole-genome sequencing might direct 
first-line drug therapy, complete susceptibility profiles were predicted. These profiles were 
predicted to be susceptible to all four drugs (i.e., pansusceptible) if they were predicted to 
be susceptible to isoniazid and to the other drugs or if they contained mutations of 
unknown association in genes that affect susceptibility to the other drugs. We simulated 
the way in which the negative predictive value changed with the prevalence of drug 
resistance. 
Results 
A total of 10,209 isolates were analyzed. The largest proportion of phenotypes was 
predicted for rifampin (9660 [95.4%] of 10,130) and the smallest was predicted for 
ethambutol (8794 [89.8%] of 9794). Resistance to isoniazid, rifampin, ethambutol, and 
pyrazinamide was correctly predicted with 97.1%, 97.5%, 94.6%, and 91.3% sensitivity, 
respectively, and susceptibility to these drugs was correctly predicted with 99.0%, 98.8%, 
93.6%, and 96.8% specificity. Of the 7516 isolates with complete phenotypic drug-
susceptibility profiles, 5865 (78.0%) had complete genotypic predictions, among which 
5250 profiles (89.5%) were correctly predicted. Among the 4037 phenotypic profiles that 
were predicted to be pansusceptible, 3952 (97.9%) were correctly predicted. 
Conclusions 
Genotypic predictions of the susceptibility of M. tuberculosis to first-line drugs were found 
to be correlated with phenotypic susceptibility to these drugs. 
________________________________________________________________________ 

 
Classification and Personalized Prognosis in Myeloproliferative Neoplasms 
Jacob Grinfeld, Jyoti Nangalia, E. Joanna Baxter, et al. 
N Engl J Med 2018; 379:1416-1430 October 11, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1716614 
 
Abstract 
Background 
Myeloproliferative neoplasms, such as polycythemia vera, essential thrombocythemia, and 
myelofibrosis, are chronic hematologic cancers with varied progression rates. The 
genomic characterization of patients with myeloproliferative neoplasms offers the potential 
for personalized diagnosis, risk stratification, and treatment. 
Methods 
We sequenced coding exons from 69 myeloid cancer genes in patients with 
myeloproliferative neoplasms, comprehensively annotating driver mutations and copy-
number changes. We developed a genomic classification for myeloproliferative neoplasms 
and multistage prognostic models for predicting outcomes in individual patients. 
Classification and prognostic models were validated in an external cohort. 
Results 
A total of 2035 patients were included in the analysis. A total of 33 genes had driver 
mutations in at least 5 patients, with mutations in JAK2, CALR, or MPL being the sole 
abnormality in 45% of the patients. The numbers of driver mutations increased with age 
and advanced disease. Driver mutations, germline polymorphisms, and demographic 
variables independently predicted whether patients received a diagnosis of essential 
thrombocythemia as compared with polycythemia vera or a diagnosis of chronic-phase 
disease as compared with myelofibrosis. We defined eight genomic subgroups that 
showed distinct clinical phenotypes, including blood counts, risk of leukemic 
transformation, and event-free survival. Integrating 63 clinical and genomic variables, we 
created prognostic models capable of generating personally tailored predictions of clinical 
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outcomes in patients with chronic-phase myeloproliferative neoplasms and myelofibrosis. 
The predicted and observed outcomes correlated well in internal cross-validation of a 
training cohort and in an independent external cohort. Even within individual categories of 
existing prognostic schemas, our models substantially improved predictive accuracy. 
Conclusions 
Comprehensive genomic characterization identified distinct genetic subgroups and 
provided a classification of myeloproliferative neoplasms on the basis of causal biologic 
mechanisms. Integration of genomic data with clinical variables enabled the personalized 
predictions of patients’ outcomes and may support the treatment of patients with 
myeloproliferative neoplasms. 
________________________________________________________________________ 

 
Timing of Renal-Replacement Therapy in Patients with Acute Kidney Injury and 
Sepsis 
Saber D. Barbar, Raphaël Clere-Jehl, Abderrahmane Bourredjem, et al. for the IDEAL-ICU 
Trial Investigators and the CRICS TRIGGERSEP Network 
N Engl J Med 2018; 379: 1431-1442 October 11, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1803213 
 
Abstract 
Background 
Acute kidney injury is the most frequent complication in patients with septic shock and is 
an independent risk factor for death. Although renal-replacement therapy is the standard of 
care for severe acute kidney injury, the ideal time for initiation remains controversial. 
Methods 
In a multicenter, randomized, controlled trial, we assigned patients with early-stage septic 
shock who had severe acute kidney injury at the failure stage of the risk, injury, failure, 
loss, and end-stage kidney disease (RIFLE) classification system but without life-
threatening complications related to acute kidney injury to receive renal-replacement 
therapy either within 12 hours after documentation of failure-stage acute kidney injury 
(early strategy) or after a delay of 48 hours if renal recovery had not occurred (delayed 
strategy). The failure stage of the RIFLE classification system is characterized by a serum 
creatinine level 3 times the baseline level (or ≥4 mg per deciliter with a rapid increase of 
≥0.5 mg per deciliter), urine output less than 0.3 ml per kilogram of body weight per hour 
for 24 hours or longer, or anuria for at least 12 hours. The primary outcome was death at 
90 days. 
Results 
The trial was stopped early for futility after the second planned interim analysis. A total of 
488 patients underwent randomization; there were no significant between-group 
differences in the characteristics at baseline. Among the 477 patients for whom follow-up 
data at 90 days were available, 58% of the patients in the early-strategy group (138 of 239 
patients) and 54% in the delayed-strategy group (128 of 238 patients) had died (P=0.38). 
In the delayed-strategy group, 38% (93 patients) did not receive renal-replacement 
therapy. Criteria for emergency renal-replacement therapy were met in 17% of the patients 
in the delayed-strategy group (41 patients). 
Conclusions 
Among patients with septic shock who had severe acute kidney injury, there was no 
significant difference in overall mortality at 90 days between patients who were assigned to 
an early strategy for the initiation of renal-replacement therapy and those who were 
assigned to a delayed strategy.  
________________________________________________________________________ 

https://www.nejm.org/doi/full/10.1056/NEJMoa1803213


 - 13 - 

 
Brief Report 
Allogeneic BK Virus–Specific T Cells for Progressive Multifocal 
Leukoencephalopathy 
Muharrem Muftuoglu, Amanda Olson, David Marin, et al. 
N Engl J Med 2018; 379:1443-1451 October 11, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1801540 
 
Summary  
JC virus, the cause of progressive multifocal leukoencephalopathy (PML), and the BK 
virus are genetically similar and share sequence homology in immunogenic proteins. We 
treated three immunosuppressed patients with PML with ex vivo–expanded, partially HLA-
matched, third-party–produced, cryopreserved BK virus–specific T cells. The 
immunosuppression in these patients was due to the conditioning regimen for cord-blood 
transplantation in one patient, a myeloproliferative neoplasm treated with ruxolitinib in 
another, and acquired immunodeficiency syndrome in the third. After T-cell infusion in two 
of the patients, alleviation of the clinical signs and imaging features of PML was seen and 
JC virus in the cerebrospinal fluid (CSF) cleared. The other patient had a reduction in JC 
viral load and stabilization of symptoms that persisted until her death 8 months after the 
first infusion. Two of the patients had immune reconstitution syndrome. Donor-derived T 
cells were detected in the CSF after infusion.  
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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
/ 
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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 
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KnowledgeShare 
 

Having trouble keeping up to date? 
 
KnowledgeShare is a web-based current awareness system that provides a personalised 
current awareness service, direct to your inbox.  
 
How it works: Let us know your areas of interest (e.g. physical conditions, professional 
interests such as mentoring, providing education) 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. 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 
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   New e-learning modules 
 
Struggling to search published literature effectively? Knowledge for Healthcare (KfH) 
and Health Education England have published a suite of e-learning modules. More 
information can be found on our website: http://www.derbyhospitalslibrary.co.uk/e-
learning 
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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. 
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