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Incretin based drugs and risk of cholangiocarcinoma among patients with type 2 
diabetes: Population based cohort study 
Devin Abrahami, Antonios Douros, Hui Yin, et al. 
BMJ 2018; 363 (Published 05 December 2018) 
https://www.bmj.com/content/363/bmj.k4880 
 
Abstract 
Objective To determine whether use of dipeptidyl peptidase-4 (DPP-4) inhibitors and 
glucagon-like peptide-1 (GLP-1) receptor agonists are associated with an increased risk of 
cholangiocarcinoma in adults with type 2 diabetes. 
Design Population based cohort study. 
Setting General practices contributing data to the UK Clinical Practice Research Datalink. 
Participants 154 162 adults newly treated with antidiabetic drugs between 1 January 2007 
and 31 March 2017, followed until 31 March 2018. 
Main outcome measures Use of DPP-4 inhibitors and GLP-1 receptor agonists was 
modelled as a time varying variable and compared with use of other second or third line 
antidiabetic drugs. All exposures were lagged by one year to account for cancer latency 
and to minimise reverse causality. Cox proportional hazards models were used to estimate 
hazard ratios and 95% confidence intervals of incident cholangiocarcinoma associated 
with use of DPP-4 inhibitors and GLP-1 receptor agonists, separately. A post hoc 
pharmacovigilance analysis was conducted using the World Health Organization’s global 
individual case safety report database, VigiBase, to estimate reporting odds ratios of 
cholangiocarcinoma. 
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Results During 614 274 person years of follow-up, 105 incident cholangiocarcinoma 
events occurred (rate 17.1 per 100 000 person years). Use of DPP-4 inhibitors was 
associated with a 77% increased hazard of cholangiocarcinoma (hazard ratio 1.77, 95% 
confidence interval 1.04 to 3.01). Use of GLP-1 receptor agonists was associated with an 
increased hazard with a wide confidence interval (hazard ratio 1.97, 0.83 to 4.66). In the 
pharmacovigilance analysis, the use of DPP-4 inhibitors and GLP-1 receptor agonists 
were both associated with increased reporting odds ratios for cholangiocarcinoma, 
compared with use of sulfonylureas or thiazolidinediones (1.63, 1.00 to 2.66, 4.73, 2.95 to 
7.58, respectively). 
Conclusion Compared with use of other second or third line antidiabetic drugs, use of 
DPP-4 inhibitors, and possibly GLP-1 receptor agonists, might be associated with an 
increased risk of cholangiocarcinoma in adults with type 2 diabetes. 
________________________________________________________________________ 

 
Patient safety after implementation of a coproduced family centered communication 
programme: Multicenter before and after intervention study 
Alisa Khan, Nancy D Spector, Jennifer D Baird, et al. 
BMJ 2018; 363 (Published 05 December 2018) 
https://www.bmj.com/content/363/bmj.k4764 
 
Abstract 
Objective To determine whether medical errors, family experience, and communication 
processes improved after implementation of an intervention to standardize the structure of 
healthcare provider-family communication on family centered rounds. 
Design Prospective, multicenter before and after intervention study. 
Setting Pediatric inpatient units in seven North American hospitals, 17 December 2014 to 
3 January 2017. 
Participants All patients admitted to study units (3106 admissions, 13171 patient days); 
2148 parents or caregivers, 435 nurses, 203 medical students, and 586 residents. 
Intervention Families, nurses, and physicians coproduced an intervention to standardize 
healthcare provider-family communication on ward rounds (“family centered rounds”), 
which included structured, high reliability communication on bedside rounds emphasizing 
health literacy, family engagement, and bidirectional communication; structured, written 
real-time summaries of rounds; a formal training programme for healthcare providers; and 
strategies to support teamwork, implementation, and process improvement. 
Main outcome measures Medical errors (primary outcome), including harmful errors 
(preventable adverse events) and non-harmful errors, modeled using Poisson regression 
and generalized estimating equations clustered by site; family experience; and 
communication processes (e.g. family engagement on rounds). Errors were measured via 
an established systematic surveillance methodology including family safety reporting. 
Results The overall rate of medical errors (per 1000 patient days) was unchanged (41.2 
(95% confidence interval 31.2 to 54.5) pre-intervention v 35.8 (26.9 to 47.7) post-
intervention, P=0.21), but harmful errors (preventable adverse events) decreased by 
37.9% (20.7 (15.3 to 28.1) v 12.9 (8.9 to 18.6), P=0.01) post-intervention. Non-preventable 
adverse events also decreased (12.6 (8.9 to 17.9) v 5.2 (3.1 to 8.8), P=0.003). Top box 
(eg, “excellent”) ratings for six of 25 components of family reported experience improved; 
none worsened. Family centered rounds occurred more frequently (72.2% (53.5% to 
85.4%) v 82.8% (64.9% to 92.6%), P=0.02). Family engagement 55.6% (32.9% to 76.2%) 
v 66.7% (43.0% to 84.1%), P=0.04) and nurse engagement (20.4% (7.0% to 46.6%) v 
35.5% (17.0% to 59.6%), P=0.03) on rounds improved. Families expressing concerns at 
the start of rounds (18.2% (5.6% to 45.3%) v 37.7% (17.6% to 63.3%), P=0.03) and 
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reading back plans (4.7% (0.7% to 25.2%) v 26.5% (12.7% to 7.3%), P=0.02) increased. 
Trainee teaching and the duration of rounds did not change significantly. 
Conclusions Although overall errors were unchanged, harmful medical errors decreased 
and family experience and communication processes improved after implementation of a 
structured communication intervention for family centered rounds coproduced by families, 
nurses, and physicians. Family centered care processes may improve safety and quality of 
care without negatively impacting teaching or duration of rounds. 
________________________________________________________________________ 

 
Detecting cervical precancer and reaching underscreened women by using HPV 
testing on self samples: Updated meta-analyses 
Marc Arbyn, Sara B Smith, Sarah Temin, et al. 
BMJ 2018; 363 (Published 05 December 2018) 
https://www.bmj.com/content/363/bmj.k4823 
 
Abstract 
Objective To evaluate the diagnostic accuracy of high-risk human papillomavirus (hrHPV) 
assays on self samples and the efficacy of self sampling strategies to reach 
underscreened women. 
Design Updated meta-analysis. 
Data sources Medline (PubMed), Embase, and CENTRAL from 1 January 2013 to 15 
April 2018 (accuracy review), and 1 January 2014 to 15 April 2018 (participation review). 
Review methods Accuracy review: hrHPV assay on a vaginal self sample and a clinician 
sample; and verification of the presence of cervical intraepithelial neoplasia grade 2 or 
worse (CIN2+) by colposcopy and biopsy in all enrolled women or in women with positive 
tests. Participation review: study population included women who were irregularly or never 
screened; women in the self sampling arm (intervention arm) were invited to collect a self 
sample for hrHPV testing; women in the control arm were invited or reminded to undergo a 
screening test on a clinician sample; participation in both arms was documented; and a 
population minimum of 400 women. 
Results 56 accuracy studies and 25 participation trials were included. hrHPV assays 
based on polymerase chain reaction were as sensitive on self samples as on clinician 
samples to detect CIN2+ or CIN3+ (pooled ratio 0.99, 95% confidence interval 0.97 to 
1.02). However, hrHPV assays based on signal amplification were less sensitive on self 
samples (pooled ratio 0.85, 95% confidence interval 0.80 to 0.89). The specificity to 
exclude CIN2+ was 2% or 4% lower on self samples than on clinician samples, for hrHPV 
assays based on polymerase chain reaction or signal amplification, respectively. Mailing 
self sample kits to the woman’s home address generated higher response rates to have a 
sample taken by a clinician than invitation or reminder letters (pooled relative participation 
in intention-to-treat-analysis of 2.33, 95% confidence interval 1.86 to 2.91). Opt-in 
strategies where women had to request a self sampling kit were generally not more 
effective than invitation letters (relative participation of 1.22, 95% confidence interval 0.93 
to 1.61). Direct offer of self sampling devices to women in communities that were 
underscreened generated high participation rates (>75%). Substantial interstudy 
heterogeneity was noted (I2>95%). 
Conclusions When used with hrHPV assays based on polymerase chain reaction, testing 
on self samples was similarly accurate as on clinician samples. Offering self sampling kits 
generally is more effective in reaching underscreened women than sending invitations. 
However, since response rates are highly variable among settings, pilots should be set up 
before regional or national roll out of self sampling strategies. 
________________________________________________________________________ 
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Association between patient outcomes and accreditation in US hospitals: 
Observational study 
Miranda B Lam, Jose F Figueroa, Yevgeniy Feyman, et al. 
BMJ 2018; 363 (Published 18 October 2018) 
https://www.bmj.com/content/363/bmj.k4011 
 
Abstract 
Objectives To determine whether patients admitted to US hospitals that are accredited 
have better outcomes than those admitted to hospitals reviewed through state surveys, 
and whether accreditation by The Joint Commission (the largest and most well known 
accrediting body with an international presence) confers any additional benefits for 
patients compared with other independent accrediting organizations. 
Design Observational study. 
Setting 4400 hospitals in the United States, of which 3337 were accredited (2847 by The 
Joint Commission) and 1063 underwent state based review between 2014 and 2017. 
Participants 4 242 684 patients aged 65 years and older admitted for 15 common medical 
and six common surgical conditions and survey respondents of the Hospital Consumer 
Assessment of Healthcare Provider and Systems (HCAHPS). 
Main outcome measures Risk adjusted mortality and readmission rates at 30 days and 
HCAHPS patient experience scores. Hospital admissions were identified from Medicare 
inpatient files for 2014, and accreditation information was obtained from the Centers for 
Medicare and Medicaid Services and The Joint Commission. 
Results Patients treated at accredited hospitals had lower 30 day mortality rates (although 
not statistically significant lower rates, based on the prespecified P value threshold) than 
those at hospitals that were reviewed by a state survey agency (10.2% v 10.6%, difference 
0.4% (95% confidence interval 0.1% to 0.8%), P=0.03), but nearly identical rates of 
mortality for the six surgical conditions (2.4% v 2.4%, 0.0% (−0.3% to 0.3%), P=0.99). 
Readmissions for the 15 medical conditions at 30 days were significantly lower at 
accredited hospitals than at state survey hospitals (22.4% v 23.2%, 0.8% (0.4% to 1.3%), 
P<0.001) but did not differ for the surgical conditions (15.9% v 15.6%, 0.3% (−1.2% to 
1.6%), P=0.75). No statistically significant differences were seen in 30 day mortality or 
readmission rates (for both the medical or surgical conditions) between hospitals 
accredited by The Joint Commission and those accredited by other independent 
organizations. Patient experience scores were modestly better at state survey hospitals 
than at accredited hospitals (summary star rating 3.4 v 3.2, 0.2 (0.1 to 0.3), P<0.001). 
Among accredited hospitals, The Joint Commission did not have significantly different 
patient experience scores compared to other independent organizations (3.1 v 3.2, 0.1 
(−0.003 to 0.2), P=0.06). 
Conclusions US hospital accreditation by independent organizations is not associated 
with lower mortality, and is only slightly associated with reduced readmission rates for the 
15 common medical conditions selected in this study. There was no evidence in this study 
to indicate that patients choosing a hospital accredited by The Joint Commission confer 
any healthcare benefits over choosing a hospital accredited by another independent 
accrediting organization. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (11 December 2018, Vol. 320, 
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Effect of Oral Alfacalcidol on Clinical Outcomes in Patients Without Secondary 
Hyperparathyroidism Receiving Maintenance Hemodialysis: The J-DAVID 
Randomized Clinical Trial 
The J-DAVID Investigators  
JAMA.  2018; 320 (22): 2325-2334.  
https://jamanetwork.com/journals/jama/fullarticle/2718066 
 
Abstract  
Importance Patients with chronic kidney disease have impaired vitamin D activation and 
elevated cardiovascular risk. Observational studies in patients treated with hemodialysis 
showed that the use of active vitamin D sterols was associated with lower risk of all-cause 
mortality, regardless of parathyroid hormone levels. 
Objective To determine whether vitamin D receptor activators reduce cardiovascular 
events and mortality in patients without secondary hyperparathyroidism undergoing 
hemodialysis. 
Design, Setting, and Participants Randomized, open-label, blinded end point multicenter 
study of 1289 patients in 207 dialysis centers in Japan. The study included 976 patients 
receiving maintenance hemodialysis with serum intact parathyroid hormone levels less 
than or equal to 180 pg/mL. The first and last participants were enrolled on August 18, 
2008, and January 26, 2011, respectively. The final date of follow-up was April 4, 2015. 
Interventions   Treatment with 0.5 μg of oral alfacalcidol per day (intervention group; 
n = 495) vs treatment without vitamin D receptor activators (control group; n = 481.) 
Main Outcomes and Measures   The primary outcome was a composite measure of fatal 
and nonfatal cardiovascular events, including myocardial infarctions, hospitalizations for 
congestive heart failure, stroke, aortic dissection/rupture, amputation of lower limb due to 
ischemia, and cardiac sudden death; coronary revascularization; and leg artery 
revascularization during 48 months of follow-up. The secondary outcome was all-cause 
death. 
Results Among 976 patients who were randomized from 108 dialysis centers, 964 
patients were included in the intention-to-treat analysis (median age, 65 years; 386 women 
[40.0%]), and 944 (97.9%) completed the trial. During follow-up (median, 4.0 years), the 
primary composite outcome of cardiovascular events occurred in 103 of 488 patients 
(21.1%) in the intervention group and 85 of 476 patients (17.9%) in the control group 
(absolute difference, 3.25% [95% CI, −1.75% to 8.24%]; hazard ratio, 1.25 [95% CI, 0.94-
1.67 ;]P . = 13 .) There was no significant difference in the secondary outcome of all-cause 
mortality between the groups (18.2% vs 16.8%, respectively; hazard ratio, 1.12 [95% CI, 
0.83-1.52 ;]P . = 46 .) Of the 488 participants in the intervention group, 199 (40.8%) 
experienced serious adverse events that were classified as cardiovascular, 64 (13.1%) 
experienced adverse events classified as infection, and 22 (4.5%) experienced 
malignancy-related serious adverse events. Of 476 participants in the control group, 191 
(40.1%) experienced cardiovascular-related serious adverse events, 63 (13.2%) 
experienced infection-related serious adverse events, and 21 (4.4%) experienced 
malignancy-related adverse events. 
Conclusions and Relevance Among patients without secondary hyperparathyroidism 
undergoing maintenance hemodialysis, oral alfacalcidol compared with usual care did not 
reduce the risk of a composite measure of select cardiovascular events. These findings do 
not support the use of vitamin D receptor activators for patients such as these. 
________________________________________________________________________ 

 
 

https://jamanetwork.com/journals/jama/fullarticle/2718066


 - 7 - 

Effect of a Program Combining Transitional Care and Long-term Self-management 
Support on Outcomes of Hospitalized Patients With Chronic Obstructive Pulmonary 
Disease: A Randomized Clinical Trial 
Hanan Aboumatar, Mohammad Naqibuddin, Suna Chung, et al  
JAMA.  2018; 320 (22): 2335-2343.  
https://jamanetwork.com/journals/jama/article-abstract/2714645 
 
Abstract  
Importance Patients hospitalized for chronic obstructive pulmonary disease (COPD) 
exacerbations have high rehospitalization rates and reduced quality of life. 
Objective To evaluate a hospital-initiated program that combined transition and long-term 
self-management support for patients hospitalized due to COPD and their family 
caregivers. 
Design, Setting, and Participants This single-site randomized clinical trial was 
conducted in Baltimore, Maryland, with 240 participants. Participants were patients 
hospitalized due to COPD, randomized to intervention or usual care, and followed up for 6 
months after hospital discharge. Enrollment occurred from March 2015 to May 2016; 
follow-up ended in December 2016. 
Interventions The intervention (n = 120) was a comprehensive 3-month program to help 
patients and their family caregivers with long-term self-management of COPD. It was 
delivered by COPD nurses (nurses with special training on supporting patients with COPD 
using standardized tools). Usual care (n = 120) included transition support for 30 days after 
discharge to ensure adherence to discharge plan and connection to outpatient care. 
Main Outcomes and Measures The primary outcome was number of COPD-related 
acute care events (hospitalizations and emergency department visits) per participant at 6 
months. The co-primary outcome was change in participants’ health-related quality of life 
measured by the St George’s Respiratory Questionnaire (SGRQ) at 6 months after 
discharge (score, 0 [best] to 100 [worst]; 4-point difference is clinically meaningful). 
Results Among 240 patients who were randomized (mean [SD] age, 64.9 [9.8] years; 
females, 61.7%), 203 (85%) completed the study. The mean (SD) baseline SGRQ score 
was 63.1 (19.9) in the intervention group and 62.6 (19.3) in the usual care group. The 
mean number of COPD-related acute care events per participant at 6 months was 0.72 
(95% CI, 0.45-0.97) in the intervention group vs 1.40 (95% CI, 1.01-1.79) in the usual care 
group (difference, 0.68 [95% CI, 0.22 to 1.15]; P = .004). The mean change in participants’ 
SGRQ total score at 6 months was −1.53 in the intervention and +5.44 in the usual care 
group (adjusted difference, −6.69 [95% CI, −12.97 to −0.40]; P = .04). During the study 
period, there were 15 deaths (intervention: 7; usual care: 8) and 337 hospitalizations 
(intervention: 135; usual care: 202). 
Conclusions and Relevance In a single-site randomized clinical trial of patients 
hospitalized due to COPD, a 3-month program that combined transition and long-term self-
management support resulted in significantly fewer COPD-related hospitalizations and 
emergency department visits and better health-related quality of life at 6 months after 
discharge. Further research is needed to evaluate this intervention in other settings. 
________________________________________________________________________ 

 
Effect of Mexiletine on Muscle Stiffness in Patients With Nondystrophic Myotonia 
Evaluated Using Aggregated N-of-1 Trials 
Bas C. Stunnenberg, Joost Raaphorst, Hans M. Groenewoud, et al  
JAMA.  2018; 320 (22): 2344-2353.  
https://jamanetwork.com/journals/jama/article-abstract/2718068 
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Abstract  
Importance In rare diseases it is difficult to achieve high-quality evidence of treatment 
efficacy because of small cohorts and clinical heterogeneity. With emerging treatments for 
rare diseases, innovative trial designs are needed. 
Objective To investigate the effectiveness of mexiletine in nondystrophic myotonia using 
an aggregated N-of-1 trials design and compare results between this innovative design 
and a previously conducted RCT. 
Design, Setting, and Participants A series of aggregated, double-blind, randomized, 
placebo-controlled N-of-1-trials, performed in a single academic referral center. Thirty 
Dutch adult patients with genetically confirmed nondystrophic myotonia (38 patients 
screened) were enrolled between February 2014 and June 2015. Follow-up was 
completed in September 2016. 
Interventions Mexiletine (600 mg daily) vs placebo during multiple treatment periods of 4 
weeks. 
Main Outcomes and Measures Reduction in daily-reported muscle stiffness on a scale of 
1 to 9, with higher scores indicating more impairment. A Bayesian hierarchical model 
aggregated individual N-of-1 trial data to determine the posterior probability of reaching a 
clinically meaningful effect of a greater than 0.75-point difference. 
Results Among 30 enrolled patients (mean age, 43.4 [SD, 15.24] years; 22% men; 19 
CLCN1 and 11 SCN4A genotype), 27 completed the study and 3 dropped out (1 because 
of a serious adverse event). In 24 of the 27 completers, a clinically meaningful treatment 
effect was found. In the Bayesian hierarchical model, mexiletine resulted in a 100% 
posterior probability of reaching a clinically meaningful reduction in self-reported muscle 
stiffness for the nondystrophic myotonia group overall and the CLCN1 genotype subgroup 
and 93% posterior probability for the SCN4A genotype subgroup. In the total 
nondystrophic myotonia group, the median muscle stiffness score was 6.08 (interquartile 
range, 4.71-6.80) at baseline and was 2.50 (95% credible interval [CrI], 1.77-3.24) during 
the mexiletine period and 5.56 (95% CrI, 4.73-6.39) during the placebo period; difference 
in symptom score reduction, 3.06 (95% CrI, 1.96-4.15; n = 27) favoring mexiletine. The 
most common adverse event was gastrointestinal discomfort (21 mexiletine [70%], 1 
placebo [3%]). One serious adverse event occurred (1 mexiletine [3%]; allergic skin 
reaction). Using frequentist reanalysis, mexiletine compared with placebo resulted in a 
mean reduction in daily-reported muscle stiffness of 3.12 (95% CI, 2.46-3.78), consistent 
with the previous RCT treatment effect of 2.69 (95% CI, 2.12-3.26). 
Conclusions and Relevance In a series of N-of-1 trials of mexiletine vs placebo in 
patients with nondystrophic myotonia, there was a reduction in mean daily-reported 
muscle stiffness that was consistent with the treatment effect in a previous randomized 
clinical trial. These findings support the efficacy of mexiletine for treatment of 
nondystrophic myotonia as well as the feasibility of N-of-1 trials for assessing interventions 
in some chronic rare diseases. 
________________________________________________________________________ 

 
Association Between Titin Loss-of-Function Variants and Early-Onset Atrial 
Fibrillation 
Seung Hoan Choi, Lu-Chen Weng, Carolina Roselli, et al For the DiscovEHR study and 
the NHLBI Trans-Omics for Precision Medicine (TOPMed) Consortium  
JAMA.  2018; 320 (22): 2354-2364.  
https://jamanetwork.com/journals/jama/article-abstract/2718069 
 
Abstract  
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Importance Atrial fibrillation (AF) is the most common arrhythmia affecting 1% of the 
population. Young individuals with AF have a strong genetic association with the disease, 
but the mechanisms remain incompletely understood. 
Objective To perform large-scale whole-genome sequencing to identify genetic variants 
related to AF. 
Design, Setting, and Participants  The National Heart, Lung, and Blood Institute’s Trans-
Omics for Precision Medicine Program includes longitudinal and cohort studies that 
underwent high-depth whole-genome sequencing between 2014 and 2017 in 18 526 
individuals from the United States, Mexico, Puerto Rico, Costa Rica, Barbados, and 
Samoa. This case-control study included 2781 patients with early-onset AF from 9 studies 
and identified 4959 controls of European ancestry from the remaining participants. Results 
were replicated in the UK Biobank (346 546 participants) and the MyCode Study (42 782 
participants). 
Exposures Loss-of-function (LOF) variants in genes at AF loci and common genetic 
variation across the whole genome. 
Main Outcomes and Measures Early-onset AF (defined as AF onset in persons <66 
years of age). Due to multiple testing, the significance threshold for the rare variant 
analysis was P = 4.55 × 10−3. 
Results Among 2781 participants with early-onset AF (the case group), 72.1% were men, 
and the mean (SD) age of AF onset was 48.7 (10.2) years. Participants underwent whole-
genome sequencing at a mean depth of 37.8 fold and mean genome coverage of 99.1%. 
At least 1 LOF variant in TTN, the gene encoding the sarcomeric protein titin, was present 
in 2.1% of case participants compared with 1.1% in control participants (odds ratio [OR], 
1.76 [95% CI, 1.04-2.97]). The proportion of individuals with early-onset AF who carried a 
LOF variant in TTN increased with an earlier age of AF onset (P value for trend, 
4.92 × 10−4), and 6.5% of individuals with AF onset prior to age 30 carried a TTN LOF 
variant (OR, 5.94 [95% CI, 2.64-13.35]; P = 1.65 × 10−5). The association between TTN 
LOF variants and AF was replicated in an independent study of 1582 patients with early-
onset AF (cases) and 41 200 control participants (OR, 2.16 [95% CI, 1.19-3.92]; P = .01). 
Conclusions and Relevance In a case-control study, there was a statistically significant 
association between an LOF variant in the TTN gene and early-onset AF, with the variant 
present in a small percentage of participants with early-onset AF (the case group). Further 
research is necessary to understand whether this is a causal relationship. 

Back to Contents 
________________________________________________________________________ 

 
The Lancet (8 December 2018, Vol. 392, No. 10163) 
 
Ixekizumab, an interleukin-17A antagonist in the treatment of ankylosing spondylitis 
or radiographic axial spondyloarthritis in patients previously untreated with 
biological disease-modifying anti-rheumatic drugs (COAST-V): 16 week results of a 
phase 3 randomised, double-blind, active-controlled and placebo-controlled trial 
Désirée van der Heijde, James Cheng-Chung Wei, Maxime Dougados, et al. 
The Lancet: Volume 392, ISSUE 10163, P2441-2451, December 08, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31946-9/fulltext 
 
Summary 
Background 
Biological disease-modifying anti-rheumatic drugs (bDMARDs) are recommended for 
radiographic axial spondyloarthritis, otherwise known as ankylosing spondylitis, when 
conventional therapies are not effective. We report efficacy and safety data on ixekizumab, 
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a high-affinity monoclonal antibody that selectively targets interleukin-17A (IL-17A), in 
patients with radiographic axial spondyloarthritis who have not previously been treated 
with bDMARDs.  
Methods 
In this phase 3, randomised, double-blind, placebo-controlled superiority study of 
ixekizumab, adult patients with inadequate response or intolerance to non-steroidal anti-
inflammatory drugs, an established diagnosis of radiographic axial spondyloarthritis, 
radiographic sacroiliitis centrally defined by modified New York criteria, and at least one 
spondyloarthritis feature according to the Assessment of SpondyloArthritis international 
Society (ASAS) criteria, were recruited from 84 sites (12 countries) in Europe, Asia, and 
North America. By use of a computer-generated random sequence, patients were 
randomly assigned (1:1:1:1) to 80 mg subcutaneous ixekizumab every two (Q2W) or four 
(Q4W) weeks, 40 mg adalimumab Q2W (active reference group), or placebo. The primary 
objective was to compare the proportion of patients achieving an ASAS40 response, a 
composite measure of clinical improvement in axial spondyloarthritis, at week 16 for both 
ixekizumab treatment groups versus the placebo group. The adalimumab reference group 
was included as an in-study active reference for comparison with placebo to provide 
additional context to interpretation of the ixekizumab study results.  
Findings 
Between June 20, 2016, and Aug 22, 2017, 341 patients were randomly assigned to either 
the placebo group (n=87), adalimumab group (n=90), ixekizumab Q2W (n=83), or 
ixekizumab Q4W (n=81). At week 16, compared with placebo (16 [18%] of 87), more 
patients achieved ASAS40 with ixekizumab Q2W (43 [52%] of 83; p<0·0001), ixekizumab 
Q4W (39 [48%] of 81; p<0·0001), and adalimumab (32 [36%] of 90; p=0·0053). One 
serious infection occurred in each of the ixekizumab Q2W (1%), ixekizumab Q4W (1%), 
and adalimumab (1%) groups; none were reported with placebo. One (1%) Candida 
infection occurred in the adalimumab group and one (1%) patient receiving ixekizumab 
Q2W was adjudicated as having probable Crohn's disease. No treatment-emergent 
opportunistic infections, malignancies, or deaths occurred.  
Interpretation 
Each dosing regimen of ixekizumab was superior to placebo for improving radiographic 
axial spondyloarthritis signs and symptoms in patients not previously treated with 
bDMARDs; the safety profile was consistent with previous indications of ixekizumab.  
________________________________________________________________________ 

 
Effects of the Learning Together intervention on bullying and aggression in English 
secondary schools (INCLUSIVE): A cluster randomised controlled trial 
Chris Bonell, Elizabeth Allen, Emily Warren, et al. 
The Lancet: Volume 392, ISSUE 10163, P2452-2464, December 08, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31782-3/fulltext 
 
Summary 
Background 
Bullying, aggression, and violence among children and young people are some of the most 
consequential public mental health problems. We tested the Learning Together 
intervention, which involved students in efforts to modify their school environment using 
restorative practice and by developing social and emotional skills. 
Methods 
We did a cluster randomised trial, with economic and process evaluations, of the Learning 
Together intervention compared with standard practice (controls) over 3 years in 
secondary schools in south-east England. Learning Together consisted of staff training in 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31782-3/fulltext
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restorative practice; convening and facilitating a school action group; and a student social 
and emotional skills curriculum. Primary outcomes were self-reported experience of 
bullying victimisation (Gatehouse Bullying Scale; GBS) and perpetration of aggression 
(Edinburgh Study of Youth Transitions and Crime (ESYTC) school misbehaviour subscale) 
measured at 36 months. We analysed data using intention-to-treat longitudinal mixed-
effects models. This trial was registered with the ISRCTN registry (10751359). 
Findings 
We included 40 schools (20 in each group); no schools withdrew. 6667 (93·6%) of 7121 
students participated at baseline and 5960 (83·3%) of 7154 at 36 months. Mean GBS 
bullying score at 36 months was 0·34 (SE 0·02) in the control group versus 0·29 (SE 0·02) 
in the intervention group, with a significant adjusted mean difference (−0·03, 95% CI −0·06 
to −0·001; adjusted effect size −0·08). Mean ESYTC score at 36 months was 4·33 (SE 
0·20) in the control group versus 4·04 (0·21) in the intervention group, with no evidence of 
a difference between groups (adjusted difference −0·13, 95% CI −0·43 to 0·18; adjusted 
effect size −0·03). Costs were an additional £58 per pupil in intervention schools than in 
control schools. 
Interpretation 
Learning Together had small but significant effects on bullying, which could be important 
for public health, but no effect on aggression. Interventions to promote student health by 
modifying the whole-school environment are likely to be one of the most feasible and 
efficient ways of addressing closely related risk and health outcomes in children and young 
people. 
________________________________________________________________________ 

 
Promoting school climate and health outcomes with the SEHER multi-component 
secondary school intervention in Bihar, India: A cluster-randomised controlled trial 
Sachin Shinde, Helen A Weiss, Beena Varghese, et al. 
The Lancet: Volume 392, ISSUE 10163, P2465-2477, December 08, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31615-5/fulltext 
 
Summary 
Background 
School environments affect health and academic outcomes. With increasing secondary 
school retention in low-income and middle-income countries, promoting quality school 
social environments could offer a scalable opportunity to improve adolescent health and 
wellbeing.  
Methods 
We did a cluster-randomised trial to assess the effectiveness of a multi-component whole-
school health promotion intervention (SEHER) with integrated economic and process 
evaluations in grade 9 students (aged 13–14 years) at government-run secondary schools 
in the Nalanda district of Bihar state, India. Schools were randomly assigned (1:1:1) to 
three groups: the SEHER intervention delivered by a lay counsellor (the SEHER Mitra 
[SM] group), the SEHER intervention delivered by a teacher (teacher as SEHER Mitra 
[TSM] group), and a control group in which only the standard government-run classroom-
based life-skills Adolescence Education Program was implemented. The primary outcome 
was school climate measured with the Beyond Blue School Climate Questionnaire 
(BBSCQ). Students were assessed at the start of the academic year (June, 2015) and 
again 8 months later at the end of the academic year (March, 2016) via self-completed 
questionnaires. This study is registered with ClinicalTrials.gov, number NCT02484014.  
Findings 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31615-5/fulltext
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Of the 112 eligible schools in the Nalanda district, 75 were randomly selected to participate 
in the trial. We randomly assigned 25 schools to each of the three groups. One school 
subsequently dropped out of the TSM group, leaving 24 schools in this group. The 
baseline survey included a total of 13 035 participants, and the endpoint survey included 
14 414 participants. Participants in the SM-delivered intervention schools had substantially 
higher school climate scores at endpoint survey than those in the control group (BBSCQ 
baseline-adjusted mean difference [aMD] 7·57 [95% CI 6·11–9·03]; effect size 1·88 [95% 
CI 1·44–2·32], p<0·0001) and the TSM-delivered intervention (aMD 7·57 [95% CI 6·06–
9·08]; effect size 1·88 [95% CI 1·43–2·34], p<0·0001). There was no effect of the TSM-
delivered intervention compared with control (aMD −0·009 [95% CI −1·53 to 1·51], effect 
size 0·00 [95% CI −0·45 to 0·44], p=0·99). Compared with the control group, participants 
in the SM-delivered intervention schools had moderate to large improvements in the 
secondary outcomes of depression (aMD −1·23 [95% CI −1·89 to −0·57]), bullying (aMD 
−0·91 [95% CI −1·15 to −0·66]), violence victimisation (odds ratio [OR] 0·62 [95% CI 0·46–
0·84]), violence perpetration (OR 0·68 [95% CI 0·48–0·96]), attitude towards gender equity 
(aMD 0·41 [95% CI 0·21–0·61]), and knowledge of reproductive and sexual health (aMD 
0·29 [95% CI 0·06–0·53]). Similar results for these secondary outcomes were noted for the 
comparison between SM-delivered intervention schools and TSM-delivered intervention 
schools (depression: aMD −1·23 [95% CI −1·91 to −0·55]; bullying: aMD −0·83 [95% CI 
−1·08 to −0·57]; violence victimisation: OR 0·49 [95% CI 0·35–0·67]; violence 
perpetration: OR 0·49 [95% CI 0·34–0·71]; attitude towards gender equity: aMD 0·23 [95% 
CI 0·02–0·44]; and knowledge of reproductive and sexual health: aMD 0·22 [95% CI −0·02 
to 0·47]). However, no effects on these secondary outcomes were observed for the TSM-
delivered intervention schools compared with the control group (depression: aMD −0·03 
[95% CI −0·70 to 0·65]; bullying: aMD −0·08 [95% CI −0·34 to 0·18]; violence 
victimisation: OR 1·27 [95% CI 0·93–1·73]; violence perpetration: OR 1·37 [95% CI 0·95–
1·95]; attitude towards gender equity: aMD 0·17 [95% CI −0·09 to 0·38]; and knowledge of 
reproductive and sexual health: aMD 0·06 [95% CI −0·18 to 0·32]).  
Interpretation 
The multi-component whole-school SEHER health promotion intervention had substantial 
beneficial effects on school climate and health-related outcomes when delivered by lay 
counsellors, but no effects when delivered by teachers. Future research should focus on 
the evaluation of the scaling up of the SEHER intervention in diverse contexts and delivery 
agents.  

Back to Contents 
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The New England Journal of Medicine (6 December 2018, Vol. 379, No. 23) 
 
Pantoprazole in Patients at Risk for Gastrointestinal Bleeding in the ICU 
Mette Krag, Søren Marker, Anders Perner, et al. for the SUP-ICU trial group 
N Engl J Med 2018; 379: 2199-2208 December 6, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1714919 
 
Abstract 
Background 
Prophylaxis for gastrointestinal stress ulceration is frequently given to patients in the 
intensive care unit (ICU), but its risks and benefits are unclear. 
Methods 
In this European, multicenter, parallel-group, blinded trial, we randomly assigned adults 
who had been admitted to the ICU for an acute condition (i.e., an unplanned admission) 

https://www.nejm.org/doi/full/10.1056/NEJMoa1714919
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and who were at risk for gastrointestinal bleeding to receive 40 mg of intravenous 
pantoprazole (a proton-pump inhibitor) or placebo daily during the ICU stay. The primary 
outcome was death by 90 days after randomization. 
Results 
A total of 3298 patients were enrolled; 1645 were randomly assigned to the pantoprazole 
group and 1653 to the placebo group. Data on the primary outcome were available for 
3282 patients (99.5%). At 90 days, 510 patients (31.1%) in the pantoprazole group and 
499 (30.4%) in the placebo group had died (relative risk, 1.02; 95% confidence interval 
[CI], 0.91 to 1.13; P=0.76). During the ICU stay, at least one clinically important event (a 
composite of clinically important gastrointestinal bleeding, pneumonia, Clostridium difficile 
infection, or myocardial ischemia) had occurred in 21.9% of patients assigned to 
pantoprazole and 22.6% of those assigned to placebo (relative risk, 0.96; 95% CI, 0.83 to 
1.11). In the pantoprazole group, 2.5% of patients had clinically important gastrointestinal 
bleeding, as compared with 4.2% in the placebo group. The number of patients with 
infections or serious adverse reactions and the percentage of days alive without life 
support within 90 days were similar in the two groups. 
Conclusions 
Among adult patients in the ICU who were at risk for gastrointestinal bleeding, mortality at 
90 days and the number of clinically important events were similar in those assigned to 
pantoprazole and those assigned to placebo. 
________________________________________________________________________ 

 
MUC5B Promoter Variant and Rheumatoid Arthritis with Interstitial Lung Disease 
Pierre-Antoine Juge, Joyce S. Lee, Esther Ebstein, et al. 
N Engl J Med 2018; 379:2209-2219 December 6, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1801562 
 
Abstract 
Background 
Given the phenotypic similarities between rheumatoid arthritis (RA)–associated interstitial 
lung disease (ILD) (hereafter, RA-ILD) and idiopathic pulmonary fibrosis, we hypothesized 
that the strongest risk factor for the development of idiopathic pulmonary fibrosis, the gain-
of-function MUC5B promoter variant rs35705950, would also contribute to the risk of ILD 
among patients with RA. 
Methods 
Using a discovery population and multiple validation populations, we tested the association 
of the MUC5B promoter variant rs35705950 in 620 patients with RA-ILD, 614 patients with 
RA without ILD, and 5448 unaffected controls. 
Results 
Analysis of the discovery population revealed an association of the minor allele of the 
MUC5B promoter variant with RA-ILD when patients with RA-ILD were compared with 
unaffected controls (adjusted odds ratio, 3.8; 95% confidence interval [CI], 2.8 to 5.2; 
P=9.7×10−17). The MUC5B promoter variant was also significantly overrepresented 
among patients with RA-ILD, as compared with unaffected controls, in an analysis of the 
multiethnic case series (adjusted odds ratio, 5.5; 95% CI, 4.2 to 7.3; P=4.7×10−35) and in 
a combined analysis of the discovery population and the multiethnic case series (adjusted 
odds ratio, 4.7; 95% CI, 3.9 to 5.8; P=1.3×10−49). In addition, the MUC5B promoter 
variant was associated with an increased risk of ILD among patients with RA (adjusted 
odds ratio in combined analysis, 3.1; 95% CI, 1.8 to 5.4; P=7.4×10−5), particularly among 
those with evidence of usual interstitial pneumonia on high-resolution computed 
tomography (adjusted odds ratio in combined analysis, 6.1; 95% CI, 2.9 to 13.1; 

https://www.nejm.org/doi/full/10.1056/NEJMoa1801562
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P=2.5×10−6). However, no significant association with the MUC5B promoter variant was 
observed for the diagnosis of RA alone. 
Conclusions 
We found that the MUC5B promoter variant was associated with RA-ILD and more 
specifically associated with evidence of usual interstitial pneumonia on imaging. 
________________________________________________________________________ 
 
First-Line Atezolizumab plus Chemotherapy in Extensive-Stage Small-Cell Lung 
Cancer 
Leora Horn, Aaron S. Mansfield, Aleksandra Szczęsna, et al. for the IMpower133 Study 
Group 
N Engl J Med 2018; 379: 2220-2229 December 6, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1809064 
 
Abstract 
Background 
Enhancing tumor-specific T-cell immunity by inhibiting programmed death ligand 1 (PD-
L1)–programmed death 1 (PD-1) signaling has shown promise in the treatment of 
extensive-stage small-cell lung cancer. Combining checkpoint inhibition with cytotoxic 
chemotherapy may have a synergistic effect and improve efficacy. 
Methods 
We conducted this double-blind, placebo-controlled, phase 3 trial to evaluate atezolizumab 
plus carboplatin and etoposide in patients with extensive-stage small-cell lung cancer who 
had not previously received treatment. Patients were randomly assigned in a 1:1 ratio to 
receive carboplatin and etoposide with either atezolizumab or placebo for four 21-day 
cycles (induction phase), followed by a maintenance phase during which they received 
either atezolizumab or placebo (according to the previous random assignment) until they 
had unacceptable toxic effects, disease progression according to Response Evaluation 
Criteria in Solid Tumors, version 1.1, or no additional clinical benefit. The two primary end 
points were investigator-assessed progression-free survival and overall survival in the 
intention-to-treat population. 
Results 
A total of 201 patients were randomly assigned to the atezolizumab group, and 202 
patients to the placebo group. At a median follow-up of 13.9 months, the median overall 
survival was 12.3 months in the atezolizumab group and 10.3 months in the placebo group 
(hazard ratio for death, 0.70; 95% confidence interval [CI], 0.54 to 0.91; P=0.007). The 
median progression-free survival was 5.2 months and 4.3 months, respectively (hazard 
ratio for disease progression or death, 0.77; 95% CI, 0.62 to 0.96; P=0.02). The safety 
profile of atezolizumab plus carboplatin and etoposide was consistent with the previously 
reported safety profile of the individual agents, with no new findings observed. 
Conclusions 
The addition of atezolizumab to chemotherapy in the first-line treatment of extensive-stage 
small-cell lung cancer resulted in significantly longer overall survival and progression-free 
survival than chemotherapy alone. 
________________________________________________________________________ 
 
Brief Report 
Variant Prolactin Receptor in Agalactia and Hyperprolactinemia 
Tatsuya Kobayashi, Hirokazu Usui, Hirokazu Tanaka, and Makio Shozu. 
N Engl J Med 2018; 379: 2230-2236 December 6, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1805171 

https://www.nejm.org/doi/full/10.1056/NEJMoa1809064
https://www.nejm.org/doi/full/10.1056/NEJMoa1805171
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Summary  
A loss-of-function variant in the gene encoding the prolactin receptor (PRLR) was reported 
previously in a woman with persistent postpartum galactorrhea; however, this paradoxical 
phenotype is not completely understood. Here we describe a 35-year-old woman who 
presented with idiopathic hyperprolactinemia that was associated with a complete lack of 
lactation after each of her two deliveries. She is a compound heterozygote for loss-of-
function variants of PRLR. Her unaffected parents are heterozygotes. These findings are 
consistent with previous work showing that mice deficient in functional Prlr do not lactate. 
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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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New Library Website URL 
 

We are now www.uhdblibrary.co.uk 
 

http://www.bmj.com/theBMJ
http://jama.ama-assn.org/
http://www.thelancet.com/
http://content.nejm.org/
https://www.evidence.nhs.uk/nhs-evidence-content/journals-and-databases
https://www.evidence.nhs.uk/nhs-evidence-content/journals-and-databases
https://www.evidence.nhs.uk/nhs-evidence-content/journals-and-databases
http://www.openathens.net/
https://openathens.nice.org.uk/
https://openathens.nice.org.uk/
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ClinicalKey 

 

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.uhdblibrary.co.uk/e-resources 
________________________________________________________________________ 

 

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  

http://www.uhdblibrary.co.uk/e-resources
https://openathens.nice.org.uk/
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Further information can be found via this link:  
http://www.uhdblibrary.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.uhdblibrary.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."  

http://www.uhdblibrary.co.uk/current-awareness
http://www.uhdblibrary.co.uk/e-learning
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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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