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Polygenic hazard score to guide screening for aggressive prostate cancer: 
Development and validation in large scale cohorts 
Tyler M Seibert, Chun Chieh Fan, Yunpeng Wang, et al. The PRACTICAL Consortium 
BMJ 2018; 360 (Published 10 January 2018) 
http://www.bmj.com/content/360/bmj.j5757 
 
Abstract 
Objectives To develop and validate a genetic tool to predict age of onset of aggressive 
prostate cancer (PCa) and to guide decisions of who to screen and at what age. 
Design Analysis of genotype, PCa status, and age to select single nucleotide 
polymorphisms (SNPs) associated with diagnosis. These polymorphisms were 
incorporated into a survival analysis to estimate their effects on age at diagnosis of 
aggressive PCa (that is, not eligible for surveillance according to National Comprehensive 
Cancer Network guidelines; any of Gleason score ≥7, stage T3-T4, PSA (prostate specific 
antigen) concentration ≥10 ng/L, nodal metastasis, distant metastasis). The resulting 
polygenic hazard score is an assessment of individual genetic risk. The final model was 
applied to an independent dataset containing genotype and PSA screening data. The 
hazard score was calculated for these men to test prediction of survival free from PCa. 
Setting Multiple institutions that were members of international PRACTICAL consortium. 
Participants All consortium participants of European ancestry with known age, PCa 
status, and quality assured custom (iCOGS) array genotype data. The development 
dataset comprised 31 747 men; the validation dataset comprised 6411 men. 
Main outcome measures Prediction with hazard score of age of onset of aggressive 
cancer in validation set. 

http://www.bmj.com/content/360/bmj.j5757
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Results In the independent validation set, the hazard score calculated from 54 single 
nucleotide polymorphisms was a highly significant predictor of age at diagnosis of 
aggressive cancer (z=11.2, P<10−16). When men in the validation set with high scores 
(>98th centile) were compared with those with average scores (30th-70th centile), the 
hazard ratio for aggressive cancer was 2.9 (95% confidence interval 2.4 to 3.4). Inclusion 
of family history in a combined model did not improve prediction of onset of aggressive 
PCa (P=0.59), and polygenic hazard score performance remained high when family 
history was accounted for. Additionally, the positive predictive value of PSA screening for 
aggressive PCa was increased with increasing polygenic hazard score. 
Conclusions Polygenic hazard scores can be used for personalised genetic risk 
estimates that can predict for age at onset of aggressive PCa. 
________________________________________________________________________ 

 
Improving adherence to healthy dietary patterns, genetic risk, and long term weight 
gain: Gene-diet interaction analysis in two prospective cohort studies 
Tiange Wang, Yoriko Heianza, Dianjianyi Sun, et al. 
BMJ 2018; 360 (Published 10 January 2018) 
http://www.bmj.com/content/360/bmj.j5644 
 
Abstract 
Objective To investigate whether improving adherence to healthy dietary patterns 
interacts with the genetic predisposition to obesity in relation to long term changes in body 
mass index and body weight. 
Design Prospective cohort study. 
Setting Health professionals in the United States. 
Participants 8828 women from the Nurses’ Health Study and 5218 men from the Health 
Professionals Follow-up Study. 
Exposure Genetic predisposition score was calculated on the basis of 77 variants 
associated with body mass index. Dietary patterns were assessed by the Alternate Healthy 
Eating Index 2010 (AHEI-2010), Dietary Approach to Stop Hypertension (DASH), and 
Alternate Mediterranean Diet (AMED). 
Main outcome measures Five repeated measurements of four year changes in body 
mass index and body weight over follow-up (1986 to 2006). 
Results During a 20 year follow-up, genetic association with change in body mass index 
was significantly attenuated with increasing adherence to the AHEI-2010 in the Nurses’ 
Health Study (P=0.001 for interaction) and Health Professionals Follow-up Study (P=0.005 
for interaction). In the combined cohorts, four year changes in body mass index per 10 risk 
allele increment were 0.07 (SE 0.02) among participants with decreased AHEI-2010 score 
and −0.01 (0.02) among those with increased AHEI-2010 score, corresponding to 0.16 
(0.05) kg versus −0.02 (0.05) kg weight change every four years (P<0.001 for interaction). 
Viewed differently, changes in body mass index per 1 SD increment of AHEI-2010 score 
were −0.12 (0.01), −0.14 (0.01), and −0.18 (0.01) (weight change: −0.35 (0.03), −0.36 
(0.04), and −0.50 (0.04) kg) among participants with low, intermediate, and high genetic 
risk, respectively. Similar interaction was also found for DASH but not for AMED. 
Conclusions These data indicate that improving adherence to healthy dietary patterns 
could attenuate the genetic association with weight gain. Moreover, the beneficial effect of 
improved diet quality on weight management was particularly pronounced in people at 
high genetic risk for obesity. 
________________________________________________________________________ 
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Incremental effects of antihypertensive drugs: Instrumental variable analysis 
BMJ 2017; 359 (Published 22 December 2017) 
Adam A Markovitz, Jacob A Mack, Brahmajee K Nallamothu, et al. 
http://www.bmj.com/content/359/bmj.j5542 
 
Abstract 
Objectives To assess the incremental effects of adding extra antihypertensive drugs from 
a new class to a patient’s regimen. 
Design Instrumental variable analysis of data from SPRINT (Systolic Blood Pressure 
Intervention Trial). To account for confounding by indication—when treatments seem less 
effective if they are administered to sicker patients—randomization status was used as the 
instrumental variable. Patients’ randomization status was either intensive (systolic blood 
pressure target <120 mm Hg) or standard (systolic blood pressure target <140 mm Hg) 
treatment. Results from instrumental variable models were compared with those from 
standard multivariable models. 
Setting Secondary data analysis of a randomized clinical trial conducted at 102 sites in 
2010-15. 
Participants 9092 SPRINT participants with hypertension and increased cardiovascular 
risk but no history of diabetes or stroke. 
Main outcomes measures Systolic blood pressure, major cardiovascular events, and 
serious adverse events. 
Results In standard multivariable models not adjusted for confounding by indication, 
addition of an antihypertensive drug from a new class was associated with modestly lower 
systolic blood pressure (−1.3 mm Hg, 95% confidence interval −1.6 to −1.0) and no 
change in major cardiovascular events (absolute risk of events per 1000 patient years, 0.5, 
95% confidence interval −1.5 to 2.3). In instrumental variable models, the addition of an 
antihypertensive drug from a new class led to clinically important reductions in systolic 
blood pressure (−14.4 mm Hg, −15.6 to −13.3) and fewer major cardiovascular events 
(absolute risk −6.2, −10.9 to −1.3). Incremental reductions in systolic blood pressure 
remained large and similar in magnitude for patients already taking drugs from zero, one, 
two, or three or more drug classes. This finding was consistent across all subgroups of 
patients. The addition of another antihypertensive drug class was not associated with 
adverse events in either standard or instrumental variable models. 
Conclusions After adjustment for confounding by indication, the addition of a new 
antihypertensive drug class led to large reductions in systolic blood pressure and major 
cardiovascular events among patients at high risk for cardiovascular events but without 
diabetes. Effects on systolic blood pressure persisted across all levels of baseline drug 
use and all subgroups of patients. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (16 January 2018, Vol. 319, No. 
3) 
 
Effect of Laparoscopic Sleeve Gastrectomy vs Laparoscopic Roux-en-Y Gastric 
Bypass on Weight Loss at 5 Years Among Patients With Morbid Obesity: The 
SLEEVEPASS Randomized Clinical Trial 
Paulina Salminen, Mika Helmiö, Jari Ovaska, et al  
JAMA.  2018; 319 (3): 241-254.  
https://jamanetwork.com/journals/jama/article-abstract/2669725?redirect=true 
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Abstract  
Importance Laparoscopic sleeve gastrectomy for treatment of morbid obesity has 
increased substantially despite the lack of long-term results compared with laparoscopic 
Roux-en-Y gastric bypass. 
Objective To determine whether laparoscopic sleeve gastrectomy and laparoscopic Roux-
en-Y gastric bypass are equivalent for weight loss at 5 years in patients with morbid 
obesity. 
Design, Setting, and Participants The Sleeve vs Bypass (SLEEVEPASS) multicenter, 
multisurgeon, open-label, randomized clinical equivalence trial was conducted from March 
2008 until June 2010 in Finland. The trial enrolled 240 morbidly obese patients aged 18 to 
60 years, who were randomly assigned to sleeve gastrectomy or gastric bypass with a 5-
year follow-up period (last follow-up, October 14, 2015). 
Interventions Laparoscopic sleeve gastrectomy (n = 121) or laparoscopic Roux-en-Y 
gastric bypass (n = 119). 
Main Outcomes and Measures The primary end point was weight loss evaluated by 
percentage excess weight loss. Prespecified equivalence margins for the clinical 
significance of weight loss differences between gastric bypass and sleeve gastrectomy 
were −9% to +9% excess weight loss. Secondary end points included resolution of 
comorbidities, improvement of quality of life (QOL), all adverse events (overall morbidity), 
and mortality. 
Results Among 240 patients randomized (mean age, 48 [SD, 9] years; mean baseline 
body mass index, 45.9, [SD, 6.0]; 69.6% women), 80.4% completed the 5-year follow-up. 
At baseline, 42.1% had type 2 diabetes, 34.6% dyslipidemia, and 70.8% hypertension. The 
estimated mean percentage excess weight loss at 5 years was 49% (95% CI, 45%-52%) 
after sleeve gastrectomy and 57% (95% CI, 53%-61%) after gastric bypass (difference, 8.2 
percentage units [95% CI, 3.2%-13.2%], higher in the gastric bypass group) and did not 
meet criteria for equivalence. Complete or partial remission of type 2 diabetes was seen in 
37% (n = 15/41) after sleeve gastrectomy and in 45% (n = 18/40) after gastric bypass 
(P > .99). Medication for dyslipidemia was discontinued in 47% (n = 14/30) after sleeve 
gastrectomy and 60% (n = 24/40) after gastric bypass (P = .15) and for hypertension in 
29% (n = 20/68) and 51% (n = 37/73) (P = .02), respectively. There was no statistically 
significant difference in QOL between groups (P = .85) and no treatment-related mortality. 
At 5 years the overall morbidity rate was 19% (n = 23) for sleeve gastrectomy and 26% 
(n = 31) for gastric bypass (P = .19). 
Conclusions and Relevance Among patients with morbid obesity, use of laparoscopic 
sleeve gastrectomy compared with use of laparoscopic Roux-en-Y gastric bypass did not 
meet criteria for equivalence in terms of percentage excess weight loss at 5 years. 
Although gastric bypass compared with sleeve gastrectomy was associated with greater 
percentage excess weight loss at 5 years, the difference was not statistically significant, 
based on the prespecified equivalence margins. 
________________________________________________________________________ 

 
Effect of Laparoscopic Sleeve Gastrectomy vs Laparoscopic Roux-en-Y Gastric 
Bypass on Weight Loss in Patients With Morbid Obesity: The SM-BOSS 
Randomized Clinical Trial 
Ralph Peterli, Bettina Karin Wölnerhanssen, Thomas Peters, et al  
JAMA.  2018; 319 (3): 255-265.  
https://jamanetwork.com/journals/jama/article-abstract/2669728?redirect=true 
 
Abstract  
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Importance Sleeve gastrectomy is increasingly used in the treatment of morbid obesity, 
but its long-term outcome vs the standard Roux-en-Y gastric bypass procedure is 
unknown. 
Objective To determine whether there are differences between sleeve gastrectomy and 
Roux-en-Y gastric bypass in terms of weight loss, changes in comorbidities, increase in 
quality of life, and adverse events. 
Design, Setting, and Participants The Swiss Multicenter Bypass or Sleeve Study (SM-
BOSS), a 2-group randomized trial, was conducted from January 2007 until November 
2011 (last follow-up in March 2017). Of 3971 morbidly obese patients evaluated for 
bariatric surgery at 4 Swiss bariatric centers, 217 patients were enrolled and randomly 
assigned to sleeve gastrectomy or Roux-en-Y gastric bypass with a 5-year follow-up 
period. 
Interventions Patients were randomly assigned to undergo laparoscopic sleeve 
gastrectomy (n = 107) or laparoscopic Roux-en-Y gastric bypass (n = 110). 
Main Outcomes and Measures The primary end point was weight loss, expressed as 
percentage excess body mass index (BMI) loss. Exploratory end points were changes in 
comorbidities and adverse events. 
Results Among the 217 patients (mean age, 45.5 years; 72% women; mean BMI, 43.9) 
205 (94.5%) completed the trial. Excess BMI loss was not significantly different at 5 years: 
for sleeve gastrectomy, 61.1%, vs Roux-en-Y gastric bypass, 68.3% (absolute difference, 
−7.18%; 95% CI, −14.30% to −0.06%; P = .22 after adjustment for multiple comparisons). 
Gastric reflux remission was observed more frequently after Roux-en-Y gastric bypass 
(60.4%) than after sleeve gastrectomy (25.0%). Gastric reflux worsened (more symptoms 
or increase in therapy) more often after sleeve gastrectomy (31.8%) than after Roux-en-Y 
gastric bypass (6.3%). The number of patients with reoperations or interventions was 
16/101 (15.8%) after sleeve gastrectomy and 23/104 (22.1%) after Roux-en-Y gastric 
bypass. 
Conclusions and Relevance Among patients with morbid obesity, there was no 
significant difference in excess BMI loss between laparoscopic sleeve gastrectomy and 
laparoscopic Roux-en-Y gastric bypass at 5 years of follow-up after surgery. 
________________________________________________________________________ 

 
Lifestyle Intervention and Medical Management With vs Without Roux-en-Y Gastric 
Bypass and Control of Hemoglobin A1c, LDL Cholesterol, and Systolic Blood 
Pressure at 5 Years in the Diabetes Surgery Study 
Sayeed Ikramuddin, Judith Korner, Wei-Jei Lee, et al  
JAMA.  2018; 319 (3): 266-278.  
https://jamanetwork.com/journals/jama/article-abstract/2669727?redirect=true 
 
Abstract  
Importance The Roux-en-Y gastric bypass is effective in achieving established diabetes 
treatment targets, but durability is unknown. 
Objective To compare durability of Roux-en-Y gastric bypass added to intensive lifestyle 
and medical management in achieving diabetes control targets. 
Design, Setting, and Participants  Observational follow-up of a randomized clinical trial 
at 4 sites in the United States and Taiwan, involving 120 participants who had a 
hemoglobin A1c (HbA1c) level of 8.0% or higher and a body mass index between 30.0 and 
39.9 (enrolled between April 2008 and December 2011) were followed up for 5 years, 
ending in November 2016. 

https://jamanetwork.com/journals/jama/article-abstract/2669727?redirect=true


 

 - 7 - 

Interventions Lifestyle-intensive medical management intervention based on the Diabetes 
Prevention Program and LookAHEAD trials for 2 years, with and without (60 participants 
each) Roux-en-Y gastric bypass surgery followed by observation to year 5. 
Main Outcomes and Measures The American Diabetes Association composite triple end 
point of hemoglobin A1c less than 7.0%, low-density lipoprotein cholesterol less than 100 
mg/dL, and systolic blood pressure less than 130 mm Hg at 5 years. 
Results Of 120 participants who were initially randomized (mean age, 49 years [SD, 8 
years], 72 women [60%]), 98 (82%) completed 5 years of follow-up. Baseline 
characteristics were similar between groups: mean (SD) body mass index 34.4 (3.2) for 
the lifestyle–medical management group and 34.9 (3.0) for the gastric bypass group and 
had hemoglobin A1c levels of 9.6% (1.2) and 9.6% (1.0), respectively. At 5 years, 13 
participants (23%) in the gastric bypass group and 2 (4%) in the lifestyle-intensive medical 
management group had achieved the composite triple end point (difference, 19%; 95% CI, 
4%-34%; P = .01). In the fifth year, 31 patients (55%) in the gastric bypass group vs 8 
(14%) in the lifestyle–medical management group achieved an HbA1c level of less than 
7.0% (difference, 41%; 95% CI, 19%-63%; P = .002). Gastric bypass had more serious 
adverse events than did the lifestyle–medical management intervention, 66 events vs 38 
events, most frequently gastrointestinal events and surgical complications such as 
strictures, small bowel obstructions, and leaks. Gastric bypass had more parathyroid 
hormone elevation but no difference in B12 deficiency. 
Conclusions and Relevance In extended follow-up of obese adults with type 2 diabetes 
randomized to adding gastric bypass compared with lifestyle and intensive medical 
management alone, there remained a significantly better composite triple end point in the 
surgical group at 5 years. However, because the effect size diminished over 5 years, 
further follow-up is needed to understand the durability of the improvement. 
________________________________________________________________________ 

 
Association of Bariatric Surgery Using Laparoscopic Banding, Roux-en-Y Gastric 
Bypass, or Laparoscopic Sleeve Gastrectomy vs Usual Care Obesity Management 
With All-Cause Mortality 
Orna Reges, Philip Greenland, Dror Dicker, et al  
JAMA.  2018; 319 (3): 279-290.  
https://jamanetwork.com/journals/jama/article-abstract/2669726?redirect=true 
 
Abstract  
Importance Bariatric surgery is an effective and safe approach for weight loss and short-
term improvement in metabolic disorders such as diabetes. However, studies have been 
limited in most settings by lack of a nonsurgical group, losses to follow-up, missing data, 
and small sample sizes in clinical trials and observational studies. 
Objective To assess the association of 3 common types of bariatric surgery compared 
with nonsurgical treatment with mortality and other clinical outcomes among obese 
patients. 
Design, Setting, and Participants Retrospective cohort study in a large Israeli integrated 
health fund covering 54% of Israeli citizens with less than 1% turnover of members 
annually. Obese adult patients who underwent bariatric surgery between January 1, 2005, 
and December 31, 2014, were selected and compared with obese nonsurgical patients 
matched on age, sex, body mass index (BMI), and diabetes, with a final follow-up date of 
December 31, 2015. A total of 33 540 patients were included in this study. 
Exposures Bariatric surgery (laparoscopic banding, Roux-en-Y gastric bypass, or 
laparoscopic sleeve gastrectomy) or usual care obesity management only (provided by a 

https://jamanetwork.com/journals/jama/article-abstract/2669726?redirect=true
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primary care physician and which may include dietary counseling and behavior 
modification). 
Main Outcomes and Measures  The primary outcome, all-cause mortality, matched and 
adjusted for BMI prior to surgery, age, sex, socioeconomic status, diabetes, 
hyperlipidemia, hypertension, cardiovascular disease, and smoking. 
Results  The study population included 8385 patients who underwent bariatric surgery 
(median age, 46 [IQR, 37-54] years; 5490 [65.5%] women; baseline median BMI, 40.6 
[IQR, 38.5-43.7]; laparoscopic banding [n = 3635], gastric bypass [n = 1388], laparoscopic 
sleeve gastrectomy [n = 3362], and 25 155 nonsurgical matched patients (median age, 46 
[IQR, 37-54] years; 16 470 [65.5%] women; baseline median BMI, 40.5 [IQR, 37.0-43.5]). 
The availability of follow-up data was 100% for all-cause mortality. There were 105 deaths 
(1.3%) among surgical patients during a median follow-up of 4.3 (IQR, 2.8-6.6) years 
(including 61 [1.7%] who underwent laparoscopic banding, 18 [1.3%] gastric bypass, and 
26 [0.8%] sleeve gastrectomy), and 583 deaths (2.3%) among nonsurgical patients during 
a median follow-up of 4.0 (IQR, 2.6-6.2) years. The absolute difference was 2.51 (95% CI, 
1.86-3.15) fewer deaths/1000 person-years in the surgical vs nonsurgical group. Adjusted 
hazard ratios (HRs) for mortality among nonsurgical vs surgical patients were 2.02 (95% 
CI, 1.63-2.52) for the entire study population; by surgical type, HRs were 2.01 (95% CI, 
1.50-2.69) for laparoscopic banding, 2.65 (95% CI, 1.55-4.52) for gastric bypass, and 1.60 
(95% CI, 1.02-2.51) for laparoscopic sleeve gastrectomy. 
Conclusions and Relevance  Among obese patients in a large integrated health fund in 
Israel, bariatric surgery using laparoscopic banding, gastric bypass, or laparoscopic sleeve 
gastrectomy, compared with usual care nonsurgical obesity management, was associated 
with lower all-cause mortality over a median follow-up of approximately 4.5 years. The 
evidence of this association adds to the limited literature describing beneficial outcomes of 
these 3 types of bariatric surgery compared with usual care obesity management alone. 
________________________________________________________________________ 

 
Association of Bariatric Surgery vs Medical Obesity Treatment With Long-term 
Medical Complications and Obesity-Related Comorbidities 
Gunn Signe Jakobsen, Milada Cvancarova Småstuen, Rune Sandbu, et al.  
JAMA.  2018; 319 (3): 291-301.  
https://jamanetwork.com/journals/jama/article-abstract/2669729?redirect=true 
 
Abstract  
Importance The association of bariatric surgery and specialized medical obesity treatment 
with beneficial and detrimental outcomes remains uncertain. 
Objective To compare changes in obesity-related comorbidities in patients with severe 
obesity (body mass index ≥40 or ≥35 and at least 1 comorbidity) undergoing bariatric 
surgery or specialized medical treatment. 
Design, Setting, and Participants Cohort study with baseline data of exposures from 
November 2005 through July 2010 and follow-up data from 2006 until death or through 
December 2015 at a tertiary care outpatient center, Vestfold Hospital Trust, Norway. 
Consecutive treatment-seeking adult patients (n = 2109) with severe obesity assessed 
(221 patients excluded and 1888 patients included). 
Exposures Bariatric surgery (n = 932, 92% gastric bypass) or specialized medical 
treatment (n = 956) including individual or group-based lifestyle intervention programs. 
Main Outcomes and Measures Primary outcomes included remission and new onset of 
hypertension based on drugs dispensed according to the Norwegian Prescription 
Database. Prespecified secondary outcomes included changes in comorbidities. Adverse 
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events included complications retrieved from the Norwegian Patient Registry and a local 
laboratory database. 
Results Among 1888 patients included in the study, the mean (SD) age was 43.5 (12.3) 
years (1249 women [66%]; mean [SD] baseline BMI, 44.2 [6.1]; 100% completed follow-up 
at a median of 6.5 years [range, 0.2-10.1]). Surgically treated patients had a greater 
likelihood of remission and lesser likelihood for new onset of hypertension (remission: 
absolute risk [AR], 31.9% vs 12.4%); risk difference [RD], 19.5% [95% CI, 15.8%-23.2%], 
relative risk [RR], 2.1 [95% CI, 2.0-2.2]; new onset: AR, 3.5% vs 12.2%, RD, 8.7% [95% 
CI, 6.7%-10.7%], RR, 0.4 [95% CI, 0.3-0.5]; greater likelihood of diabetes remission: AR, 
57.5% vs 14.8%; RD, 42.7% [95% CI, 35.8%-49.7%], RR, 3.9 [95% CI, 2.8-5.4]; greater 
risk of new-onset depression: AR, 8.9% vs 6.5%; RD, 2.4% [95% CI, 1.3%-3.5%], RR, 1.5 
[95% CI, 1.4-1.7]; and treatment with opioids: AR, 19.4% vs 15.8%, RD, 3.6% [95% CI, 
2.3%-4.9%], RR, 1.3 [95% CI, 1.2-1.4]). Surgical patients had a greater risk for undergoing 
at least 1 additional gastrointestinal surgical procedure (AR, 31.3% vs 15.5%; RD, 15.8% 
[95% CI, 13.1%-18.5%]; RR, 2.0 [95% CI, 1.7-2.4]). The proportion of patients with low 
ferritin levels was significantly greater in the surgical group (26% vs 12%, P < .001). 
Conclusions and Relevance  Among patients with severe obesity followed up for a 
median of 6.5 years, bariatric surgery compared with medical treatment was associated 
with a clinically important increased risk for complications, as well as lower risks of obesity-
related comorbidities. The risk for complications should be considered in the decision-
making process. 

Back to Contents 
________________________________________________________________________ 

 

The Lancet (13 January 2018, Vol. 391, No. 10116) 
 
Effect of treatment delay on the effectiveness and safety of antifibrinolytics in acute 
severe haemorrhage: A meta-analysis of individual patient-level data from 40 138 
bleeding patients 
Angèle Gayet-Ageron, David Prieto-Merino, Ian Roberts, et al. for the show Antifibrinolytic 
Trials Collaboration 
The Lancet: Volume 391, No. 10116, p125–132, 13 January 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32455-8/fulltext 
 
Summary 
Background 
Antifibrinolytics reduce death from bleeding in trauma and post-partum haemorrhage. We 
examined the effect of treatment delay on the effectiveness of antifibrinolytics. 
Methods 
We did an individual patient-level data meta-analysis of randomised trials done with more 
than 1000 patients that assessed antifibrinolytics in acute severe bleeding. We identified 
trials done between Jan 1, 1946, and April 7, 2017, from MEDLINE, Embase, the 
Cochrane Central Register of Controlled Trials (CENTRAL), Web of Science, PubMed, 
Popline, and the WHO International Clinical Trials Registry Platform. The primary measure 
of treatment benefit was absence of death from bleeding. We examined the effect of 
treatment delay on treatment effectiveness using logistic regression models. We 
investigated the effect of measurement error (misclassification) in sensitivity analyses. This 
study is registered with PROSPERO, number 42016052155. 
Findings 
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We obtained data for 40 138 patients from two randomised trials of tranexamic acid in 
acute severe bleeding (traumatic and post-partum haemorrhage). Overall, there were 3558 
deaths, of which 1408 (40%) were from bleeding. Most (884 [63%] of 1408) bleeding 
deaths occurred within 12 h of onset. Deaths from post-partum haemorrhage peaked 2–3 
h after childbirth. Tranexamic acid significantly increased overall survival from bleeding 
(odds ratio [OR] 1·20, 95% CI 1·08–1·33; p=0·001), with no heterogeneity by site of 
bleeding (interaction p=0·7243). Treatment delay reduced the treatment benefit 
(p<0·0001). Immediate treatment improved survival by more than 70% (OR 1·72, 95% CI 
1·42–2·10; p<0·0001). Thereafter, the survival benefit decreased by 10% for every 15 min 
of treatment delay until 3 h, after which there was no benefit. There was no increase in 
vascular occlusive events with tranexamic acid, with no heterogeneity by site of bleeding 
(p=0·5956). Treatment delay did not modify the effect of tranexamic acid on vascular 
occlusive events. 
Interpretation 
Death from bleeding occurs soon after onset and even a short delay in treatment reduces 
the benefit of tranexamic acid administration. Patients must be treated immediately. 
Further research is needed to deepen our understanding of the mechanism of action of 
tranexamic acid. 
________________________________________________________________________ 

 
Enteral versus parenteral early nutrition in ventilated adults with shock: A 
randomised, controlled, multicentre, open-label, parallel-group study (NUTRIREA-2) 
Jean Reignier, Julie Boisramé-Helms, Laurent Brisard et al. for theNUTRIREA-2 Trial 
Investigators and the show Clinical Research in Intensive Care and Sepsis (CRICS) group 
The Lancet: Volume 391, No. 10116, p133–143, 13 January 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32146-3/fulltext 
 
Summary 
Background 
Whether the route of early feeding affects outcomes of patients with severe critical 
illnesses is controversial. We hypothesised that outcomes were better with early first-line 
enteral nutrition than with early first-line parenteral nutrition. 
Methods 
In this randomised, controlled, multicentre, open-label, parallel-group study (NUTRIREA-2 
trial) done at 44 French intensive-care units (ICUs), adults (18 years or older) receiving 
invasive mechanical ventilation and vasopressor support for shock were randomly 
assigned (1:1) to either parenteral nutrition or enteral nutrition, both targeting normocaloric 
goals (20–25 kcal/kg per day), within 24 h after intubation. Randomisation was stratified by 
centre using permutation blocks of variable sizes. Given that route of nutrition cannot be 
masked, blinding of the physicians and nurses was not feasible. Patients receiving 
parenteral nutrition could be switched to enteral nutrition after at least 72 h in the event of 
shock resolution (no vasopressor support for 24 consecutive hours and arterial lactate <2 
mmol/L). The primary endpoint was mortality on day 28 after randomisation in the 
intention-to-treat-population. This study is registered with ClinicalTrials.gov, number 
NCT01802099. 
Findings 
After the second interim analysis, the independent Data Safety and Monitoring Board 
deemed that completing patient enrolment was unlikely to significantly change the results 
of the trial and recommended stopping patient recruitment. Between March 22, 2013, and 
June 30, 2015, 2410 patients were enrolled and randomly assigned; 1202 to the enteral 
group and 1208 to the parenteral group. By day 28, 443 (37%) of 1202 patients in the 
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enteral group and 422 (35%) of 1208 patients in the parenteral group had died (absolute 
difference estimate 2·0%; [95% CI −1·9 to 5·8]; p=0·33). Cumulative incidence of patients 
with ICU-acquired infections did not differ between the enteral group (173 [14%]) and the 
parenteral group (194 [16%]; hazard ratio [HR] 0·89 [95% CI 0·72–1·09]; p=0·25). 
Compared with the parenteral group, the enteral group had higher cumulative incidences 
of patients with vomiting (406 [34%] vs 246 [20%]; HR 1·89 [1·62–2·20]; p<0·0001), 
diarrhoea (432 [36%] vs 393 [33%]; 1·20 [1·05–1·37]; p=0·009), bowel ischaemia (19 [2%] 
vs five [<1%]; 3·84 [1·43–10·3]; p=0·007), and acute colonic pseudo-obstruction (11 [1%] 
vs three [<1%]; 3·7 [1·03–13·2; p=0·04). 
Interpretation 
In critically ill adults with shock, early isocaloric enteral nutrition did not reduce mortality or 
the risk of secondary infections but was associated with a greater risk of digestive 
complications compared with early isocaloric parenteral nutrition. 
________________________________________________________________________ 

 
Oral fexinidazole for late-stage African Trypanosoma brucei gambiense 
trypanosomiasis: A pivotal multicentre, randomised, non-inferiority trial 
Victor Kande Betu Ku Mesu, Wilfried Mutombo Kalonji, Clélia Bardonneau, et al. 
The Lancet: Volume 391, No. 10116, p144–154, 13 January 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32758-7/fulltext 
 
Summary 
Background 
Few therapeutic options are available to treat the late-stage of human African 
trypanosomiasis, a neglected tropical disease, caused by Trypanosoma brucei gambiense 
(g-HAT). The firstline treatment is a combination therapy of oral nifurtimox and intravenous 
eflornithine that needs to be administered in a hospital setting by trained personnel, which 
is not optimal given that patients often live in remote areas with few health resources. 
Therefore, we aimed to assess the safety and efficacy of an oral regimen of fexinidazole (a 
2-substituted 5-nitroimidazole with proven trypanocidal activity) versus nifurtimox 
eflornithine combination therapy in patients with late-stage g-HAT. 
Methods 
In this randomised, phase 2/3, open-label, non-inferiority trial, we recruited patients aged 
15 years and older with late-stage g-HAT from g-HAT treatment centres in the Democratic 
Republic of the Congo (n=9) and the Central African Republic (n=1). Patients were 
randomly assigned (2:1) to receive either fexinidazole or nifurtimox eflornithine 
combination therapy according to a predefined randomisation list (block size six). The 
funder, data management personnel, and study statisticians were masked to treatment. 
Oral fexinidazole was given once a day (days 1–4: 1800 mg, days 5–10: 1200 mg). Oral 
nifurtimox was given three times a day (days 1–10: 15 mg/kg per day) with eflornithine 
twice a day as 2 h infusions (days 1–7: 400 mg/kg per day). The primary endpoint was 
success at 18 months (ie, deemed as patients being alive, having no evidence of 
trypanosomes in any body fluid, not requiring rescue medication, and having a 
cerebrospinal fluid white blood cell count ≤20 cells per μL). Safety was assessed through 
routine monitoring. Primary efficacy analysis was done in the modified intention-to-treat 
population and safety analyses in the intention-to-treat population. The acceptable margin 
for the difference in success rates was defined as 13%. This study has been completed 
and is registered with ClinicalTrials.gov, number NCT01685827. 
Findings 
Between October, 2012, and November, 2016, 419 patients were pre-screened. Of the 
409 eligible patients, 14 were not included because they did not meet all inclusion criteria 
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(n=12) or for another reason (n=2). Therefore, 394 patients were randomly assigned, 264 
to receive fexinidazole and 130 to receive nifurtimox eflornithine combination therapy. 
Success at 18 months was recorded in 239 (91%) patients given fexinidazole and 124 
(98%) patients given nifurtimox eflornithine combination therapy, within the margin of 
acceptable difference of −6·4% (97·06% CI −11·2 to −1·6; p=0·0029). We noted no 
difference in the proportion of patients who experienced treatment-related adverse events 
(215 [81%] in the fexinidazole group vs 102 [79%] in the nifurtimox eflornithine 
combination therapy group). Treatment discontinuations were unrelated to treatment (n=2 
[1%] in the fexinidazole group). Temporary nifurtimox eflornithine combination therapy 
interruption occurred in three (2%) patients. 11 patients died during the study (nine [3%] in 
the fexinidazole group vs two [2%] in the nifurtimox eflornithine combination therapy 
group). 
Interpretation 
Our findings show that oral fexinidazole is effective and safe for the treatment of T b 
gambiense infection compared with nifurtimox eflornithine combination therapy in late-
stage HAT patients. Fexinidazole could be a key asset in the elimination of this fatal 
neglected disease. 

Back to Contents 
________________________________________________________________________ 

 
The New England Journal of Medicine (11 January 2018, Vol. 378, No. 2) 
 
Osimertinib in Untreated EGFR-Mutated Advanced Non–Small-Cell Lung Cancer 
Jean-Charles Soria, Yuichiro Ohe, Johan Vansteenkiste, et al. for the FLAURA 
Investigators 
N Engl J Med 2018; 378: 113-125 January 11, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1713137 
 
Summary 
Background 
Osimertinib is an oral, third-generation, irreversible epidermal growth factor receptor 
tyrosine kinase inhibitor (EGFR-TKI) that selectively inhibits both EGFR-TKI–sensitizing 
and EGFR T790M resistance mutations. We compared osimertinib with standard EGFR-
TKIs in patients with previously untreated, EGFR mutation–positive advanced non–small-
cell lung cancer (NSCLC). 
Methods 
In this double-blind, phase 3 trial, we randomly assigned 556 patients with previously 
untreated, EGFR mutation–positive (exon 19 deletion or L858R) advanced NSCLC in a 1:1 
ratio to receive either osimertinib (at a dose of 80 mg once daily) or a standard EGFR-TKI 
(gefitinib at a dose of 250 mg once daily or erlotinib at a dose of 150 mg once daily). The 
primary end point was investigator-assessed progression-free survival. 
Results 
The median progression-free survival was significantly longer with osimertinib than with 
standard EGFR-TKIs (18.9 months vs. 10.2 months; hazard ratio for disease progression 
or death, 0.46; 95% confidence interval [CI], 0.37 to 0.57; P<0.001). The objective 
response rate was similar in the two groups: 80% with osimertinib and 76% with standard 
EGFR-TKIs (odds ratio, 1.27; 95% CI, 0.85 to 1.90; P=0.24). The median duration of 
response was 17.2 months (95% CI, 13.8 to 22.0) with osimertinib versus 8.5 months 
(95% CI, 7.3 to 9.8) with standard EGFR-TKIs. Data on overall survival were immature at 
the interim analysis (25% maturity). The survival rate at 18 months was 83% (95% CI, 78 
to 87) with osimertinib and 71% (95% CI, 65 to 76) with standard EGFR-TKIs (hazard ratio 
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for death, 0.63; 95% CI, 0.45 to 0.88; P=0.007 [nonsignificant in the interim analysis]). 
Adverse events of grade 3 or higher were less frequent with osimertinib than with standard 
EGFR-TKIs (34% vs. 45%). 
Conclusions 
Osimertinib showed efficacy superior to that of standard EGFR-TKIs in the first-line 
treatment of EGFR mutation–positive advanced NSCLC, with a similar safety profile and 
lower rates of serious adverse events. 
________________________________________________________________________ 

 
Transfer of Fresh versus Frozen Embryos in Ovulatory Women 
Yuhua Shi, Yun Sun, Cuifang Hao, et al. 
N Engl J Med 2018; 378: 126-136 January 11, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1705334 
 
Summary 
Background 
Elective frozen-embryo transfer has been shown to result in a higher live-birth rate than 
fresh-embryo transfer among anovulatory women with the polycystic ovary syndrome. It is 
uncertain whether frozen-embryo transfer increases live-birth rates among ovulatory 
women with infertility. 
Methods 
In this multicenter, randomized trial, we randomly assigned 2157 women who were 
undergoing their first in vitro fertilization cycle to undergo either fresh-embryo transfer or 
embryo cryopreservation followed by frozen-embryo transfer. Up to two cleavage-stage 
embryos were transferred in each participant. The primary outcome was a live birth after 
the first embryo transfer. 
Results 
The live-birth rate did not differ significantly between the frozen-embryo group and the 
fresh-embryo group (48.7% and 50.2%, respectively; relative risk, 0.97; 95% confidence 
interval [CI], 0.89 to 1.06; P=0.50). There were also no significant between-group 
differences in the rates of implantation, clinical pregnancy, overall pregnancy loss, and 
ongoing pregnancy. Frozen-embryo transfer resulted in a significantly lower risk of the 
ovarian hyperstimulation syndrome than fresh-embryo transfer (0.6% vs. 2.0%; relative 
risk, 0.32; 95% CI, 0.14 to 0.74; P=0.005). The risks of obstetrical and neonatal 
complications and other adverse outcomes did not differ significantly between the two 
groups. 
Conclusions 
The live-birth rate did not differ significantly between fresh-embryo transfer and frozen-
embryo transfer among ovulatory women with infertility, but frozen-embryo transfer 
resulted in a lower risk of the ovarian hyperstimulation syndrome. 
_______________________________________________________________________ 

 

IVF Transfer of Fresh or Frozen Embryos in Women without Polycystic Ovaries 
Lan N. Vuong, Vinh Q. Dang, Tuong M. Ho, et al. 
N Engl J Med 2018; 378: 137-147 January 11, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1703768 
 
Summary 
Background 

http://www.nejm.org/doi/full/10.1056/NEJMoa1705334
http://www.nejm.org/doi/full/10.1056/NEJMoa1703768


 

 - 14 - 

Among women who are undergoing in vitro fertilization (IVF), the transfer of frozen 
embryos has been shown to result in a higher rate of live birth than the transfer of fresh 
embryos in those with infertility associated with the polycystic ovary syndrome. It is not 
known whether frozen-embryo transfer results in similar benefit in women with infertility 
that is not associated with the polycystic ovary syndrome. 
Methods 
We randomly assigned 782 infertile women without the polycystic ovary syndrome who 
were undergoing a first or second IVF cycle to receive either a frozen embryo or a fresh 
embryo on day 3. In the frozen-embryo group, all grade 1 and 2 embryos had been 
cryopreserved, and a maximum of two embryos were thawed on the day of transfer in the 
following cycle. In the fresh-embryo group, a maximum of two fresh embryos were 
transferred in the stimulated cycle. The primary outcome was ongoing pregnancy after the 
first embryo transfer. 
Results 
After the first completed cycle, ongoing pregnancy occurred in 142 of 391 women (36.3%) 
in the frozen-embryo group and in 135 of 391 (34.5%) in the fresh-embryo group (risk ratio 
in the frozen-embryo group, 1.05; 95% confidence interval [CI], 0.87 to 1.27; P=0.65). 
Rates of live birth after the first transfer were 33.8% and 31.5%, respectively (risk ratio, 
1.07; 95% CI, 0.88 to 1.31). 
Conclusions 
Among infertile women without the polycystic ovary syndrome who were undergoing IVF, 
the transfer of frozen embryos did not result in significantly higher rates of ongoing 
pregnancy or live birth than the transfer of fresh embryos. 
________________________________________________________________________ 

 
Long-Term Effects of Inhaled Budesonide for Bronchopulmonary Dysplasia 
Dirk Bassler, Eric S. Shinwell, Mikko Hallman, et al. for the Neonatal European Study of 
Inhaled Steroids Trial Group 
N Engl J Med 2018; 378: 148-157 January 11, 2018 
http://www.nejm.org/doi/full/10.1056/NEJMoa1708831 
 
Summary 
Background 
The long-term effects on neurodevelopment of the use of inhaled glucocorticoids in 
extremely preterm infants for the prevention or treatment of bronchopulmonary dysplasia 
are uncertain. 
Methods 
We randomly assigned 863 infants (gestational age, 23 weeks 0 days to 27 weeks 6 days) 
to receive early (within 24 hours after birth) inhaled budesonide or placebo. The 
prespecified secondary long-term outcome was neurodevelopmental disability among 
survivors, defined as a composite of cerebral palsy, cognitive delay (a Mental 
Development Index score of <85 [1 SD below the mean of 100] on the Bayley Scales of 
Infant Development, Second Edition, with higher scores on the scale indicating better 
performance), deafness, or blindness at a corrected age of 18 to 22 months. 
Results 
Adequate data on the prespecified composite long-term outcome were available for 629 
infants. Of these infants, 148 (48.1%) of 308 infants assigned to budesonide had 
neurodevelopmental disability, as compared with 165 (51.4%) of 321 infants assigned to 
placebo (relative risk, adjusted for gestational age, 0.93; 95% confidence interval [CI], 0.80 
to 1.09; P=0.40). There was no significant difference in any of the individual components 
of the prespecified outcome. There were more deaths in the budesonide group than in the 
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placebo group (82 [19.9%] of 413 infants vs. 58 [14.5%] of 400 infants for whom vital 
status was available; relative risk, 1.37; 95% CI, 1.01 to 1.86; P=0.04). 
Conclusions 
Among surviving extremely preterm infants, the rate of neurodevelopmental disability at 2 
years did not differ significantly between infants who received early inhaled budesonide for 
the prevention of bronchopulmonary dysplasia and those who received placebo, but the 
mortality rate was higher among those who received budesonide.  

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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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. 
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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 
 
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 
 

 

http://www.derbyhospitalslibrary.co.uk/e-resources
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     Winter 2017/2018        

 

                                   
 JANUARY 

Critical Appraisal (RCT paper) – please book in advance 
Thursday 25th    2:00pm — 3:30pm   Library Seminar Room 1  
 

 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 

mailto:suzanne.toft@nhs.net
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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 
 
 

 
 

________________________________________________________________________ 
 

Online repository 
(For employees of DTHFT only) 

(Access via Chrome only) 

 

 

________________________________________________________________________ 
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The Library and Knowledge Service now has full-text access to BMJ Case Reports. "Case 
Reports is a unique & growing repository for all healthcare professionals & researchers to 
submit, search & view case reports in all disciplines."  

 
BMJ Case Reports can be access here: http://casereports.bmj.com. Click on Login via 
OpenAthens on the right hand side to log in. 
 
Guidance for authors can be found at:  
http://casereports.bmj.com/site/about/guidelines.xhtml 
 
If you wish to submit a case report, the institutional fellowship code is 4315973. An 
additional fee needs to be paid by the author if s/he wishes to make their submission open 
access. Details can be found within the guidance. 
________________________________________________________________________ 
 
Produced by: Library & Knowledge Service 
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