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BMJ (1 December 2018, Vol. 363, No. 8178)  
 
Temporal trends in use of tests in UK primary care, 2000-15: Retrospective analysis 
of 250 million tests 
Jack W O’Sullivan, Sarah Stevens, F D Richard Hobbs, et al. 
BMJ 2018; 363 (Published 28 November 2018) 
https://www.bmj.com/content/363/bmj.k4666 
 
Abstract 
Objectives To assess the temporal change in test use in UK primary care and to identify 
tests with the greatest increase in use. 
Design Retrospective cohort study. 
Setting UK primary care. 
Participants All patients registered to UK General Practices in the Clinical Practice 
Research Datalink, 2000/1 to 2015/16. 
Main outcome measures Temporal trends in test use, and crude and age and sex 
standardised rates of total test use and of 44 specific tests. 
Results 262 974 099 tests were analysed over 71 436 331 person years. Age and sex 
adjusted use increased by 8.5% annually (95% confidence interval 7.6% to 9.4%); from 
14 869 tests per 10 000 person years in 2000/1 to 49 267 in 2015/16, a 3.3-fold increase. 
Patients in 2015/16 had on average five tests per year, compared with 1.5 in 2000/1. Test 
use also increased statistically significantly across all age groups, in both sexes, across all 
test types (laboratory, imaging, and miscellaneous), and 40 of the 44 tests that were 
studied specifically. 
Conclusion Total test use has increased markedly over time, in both sexes, and across all 
age groups, test types (laboratory, imaging, and miscellaneous) and for 40 of 44 tests 
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specifically studied. Of the patients who underwent at least one test annually, the 
proportion who had more than one test increased significantly over time. 
________________________________________________________________________ 

 
Respiratory disease mortality in the United Kingdom compared with EU15+ 
countries in 1985-2015: Observational study 
Justin D Salciccioli, Dominic C Marshall, Joseph Shalhoub, et al. 
BMJ 2018; 363 (Published 28 November 2018) 
https://www.bmj.com/content/363/bmj.k4680 
 
Abstract 
Objective To compare age standardised death rates for respiratory disease mortality 
between the United Kingdom and other countries with similar health system performance. 
Design Observational study. 
Setting World Health Organization Mortality Database, 1985-2015. 
Participants Residents of the UK, Austria, Belgium, Denmark, Finland, France, Germany, 
Greece, Ireland, Italy, Luxembourg, the Netherlands, Portugal, Spain, Sweden, Australia, 
Canada, the United States, and Norway (also known as EU15+ countries). 
Main outcome measures Mortality from all respiratory disease and infectious, neoplastic, 
interstitial, obstructive, and other respiratory disease. Differences between countries were 
tested over time by mixed effect regression models, and trends in subcategories of 
respiratory related diseases assessed by a locally weighted scatter plot smoother. 
Results Between 1985 and 2015, overall mortality from respiratory disease in the UK and 
EU15+ countries decreased for men and remained static for women. In the UK, the age 
standardised death rate (deaths per 100 000 people) for respiratory disease mortality in 
the UK fell from 151 to 89 for men and changed from 67 to 68 for women. In EU15+ 
countries, the corresponding changes were from 108 to 69 for men and from 35 to 37 in 
women. The UK had higher mortality than most EU15+ countries for obstructive, 
interstitial, and infectious subcategories of respiratory disease in both men and women. 
Conclusion Mortality from overall respiratory disease was higher in the UK than in EU15+ 
countries between 1985 and 2015. Mortality was reduced in men, but remained the same 
in women. Mortality from obstructive, interstitial, and infectious respiratory disease was 
higher in the UK than in EU15+ countries. 
________________________________________________________________________ 

 
Impact of patient and public involvement on enrolment and retention in clinical 
trials: Systematic review and meta-analysis 
Joanna C Crocker, Ignacio Ricci-Cabello, Miguel Servet, et al.  
BMJ 2018; 363 (Published 28 November 2018) 
https://www.bmj.com/content/363/bmj.k4738 
 
Abstract 
Objective To investigate the impact of patient and public involvement (PPI) on rates of 
enrolment and retention in clinical trials and explore how this varies with the context and 
nature of PPI. 
Design Systematic review and meta-analysis. 
Data sources Ten electronic databases, including Medline, INVOLVE Evidence Library, 
and clinical trial registries. 
Eligibility criteria Experimental and observational studies quantitatively evaluating the 
impact of a PPI intervention, compared with no intervention or non-PPI intervention(s), on 
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participant enrolment and/or retention rates in a clinical trial or trials. PPI interventions 
could include additional non-PPI components inseparable from the PPI (for example, other 
stakeholder involvement). 
Data extraction and analysis Two independent reviewers extracted data on enrolment 
and retention rates, as well as on the context and characteristics of PPI intervention, and 
assessed risk of bias. Random effects meta-analyses were used to determine the average 
effect of PPI interventions on enrolment and retention in clinical trials: main analysis 
including randomised studies only, secondary analysis adding non-randomised studies, 
and several exploratory subgroup and sensitivity analyses. 
Results 26 studies were included in the review; 19 were eligible for enrolment meta-
analysis and five for retention meta-analysis. Various PPI interventions were identified with 
different degrees of involvement, different numbers and types of people involved, and 
input at different stages of the trial process. On average, PPI interventions modestly but 
significantly increased the odds of participant enrolment in the main analysis (odds ratio 
1.16, 95% confidence interval and prediction interval 1.01 to 1.34). Non-PPI components 
of interventions may have contributed to this effect. In exploratory subgroup analyses, the 
involvement of people with lived experience of the condition under study was significantly 
associated with improved enrolment (odds ratio 3.14 v 1.07; P=0.02). The findings for 
retention were inconclusive owing to the paucity of eligible studies (odds ratio 1.16, 95% 
confidence interval 0.33 to 4.14), for main analysis). 
Conclusions These findings add weight to the case for PPI in clinical trials by indicating 
that it is likely to improve enrolment of participants, especially if it includes people with 
lived experience of the health condition under study. Further research is needed to assess 
which types of PPI work best in particular contexts, the cost effectiveness of PPI, the 
impact of PPI at earlier stages of trial design, and the impact of PPI interventions 
specifically targeting retention. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (4 December 2018, Vol. 320, No. 
21) 
 
Effect of Early Sustained Prophylactic Hypothermia on Neurologic Outcomes 
Among Patients With Severe Traumatic Brain Injury: The POLAR Randomized 
Clinical Trial  
D. James Cooper, Alistair D. Nichol, Michael Bailey, et al 
JAMA. 2018;320(21):2211-2220. doi:10.1001/jama.2018.17075 
https://jamanetwork.com/journals/jama/article-abstract/2710778 
 
Abstract 
Importance After severe traumatic brain injury, induction of prophylactic hypothermia has 
been suggested to be neuroprotective and improve long-term neurologic outcomes. 
Objective To determine the effectiveness of early prophylactic hypothermia compared 
with normothermic management of patients after severe traumatic brain injury. 
Design, Setting, and Participants The Prophylactic Hypothermia Trial to Lessen 
Traumatic Brain Injury–Randomized Clinical Trial (POLAR-RCT) was a multicenter 
randomized trial in 6 countries that recruited 511 patients both out-of-hospital and in 
emergency departments after severe traumatic brain injury. The first patient was enrolled 
on December 5, 2010, and the last on November 10, 2017. The final date of follow-up was 
May 15, 2018. 
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Interventions There were 266 patients randomized to the prophylactic hypothermia group 
and 245 to normothermic management. Prophylactic hypothermia targeted the early 
induction of hypothermia (33°C-35°C) for at least 72 hours and up to 7 days if intracranial 
pressures were elevated, followed by gradual rewarming. Normothermia targeted 37°C, 
using surface-cooling wraps when required. Temperature was managed in both groups for 
7 days. All other care was at the discretion of the treating physician. 
Main Outcomes and Measures The primary outcome was favorable neurologic outcomes 
or independent living (Glasgow Outcome Scale–Extended score, 5-8 [scale range, 1-8]) 
obtained by blinded assessors 6 months after injury. 
Results Among 511 patients who were randomized, 500 provided ongoing consent (mean 
age, 34.5 years [SD, 13.4]; 402 men [80.2%]) and 466 completed the primary outcome 
evaluation. Hypothermia was initiated rapidly after injury (median, 1.8 hours [IQR, 1.0-2.7 
hours]) and rewarming occurred slowly (median, 22.5 hours [IQR, 16-27 hours]). 
Favorable outcomes (Glasgow Outcome Scale–Extended score, 5-8) at 6 months 
occurred in 117 patients (48.8%) in the hypothermia group and 111 (49.1%) in the 
normothermia group (risk difference, 0.4% [95% CI, –9.4% to 8.7%]; relative risk with 
hypothermia, 0.99 [95% CI, 0.82-1.19]; P = .94). In the hypothermia and normothermia 
groups, the rates of pneumonia were 55.0% vs 51.3%, respectively, and rates of increased 
intracranial bleeding were 18.1% vs 15.4%, respectively. 
Conclusions and Relevance Among patients with severe traumatic brain injury, early 
prophylactic hypothermia compared with normothermia did not improve neurologic 
outcomes at 6 months. These findings do not support the use of early prophylactic 
hypothermia for patients with severe traumatic brain injury. 
Trial Registration clinicaltrials.gov Identifier: NCT00987688; Anzctr.org.au Identifier: 
ACTRN12609000764235 
________________________________________________________________________ 

 
Association of Oral Anticoagulants and Proton Pump Inhibitor Cotherapy With 
Hospitalization for Upper Gastrointestinal Tract Bleeding  
Wayne A. Ray, Cecilia P. Chung, Katherine T. Murray, et al 
JAMA  .2018;320(21:)2221-2230 . doi:10.1001/jama.2018.17242 
https://jamanetwork.com/journals/jama/fullarticle/2717474 
 
Abstract 
Importance   Anticoagulant choice and proton pump inhibitor (PPI) cotherapy could affect 
the risk of upper gastrointestinal tract bleeding, a frequent and potentially serious 
complication of oral anticoagulant treatment. 
Objectives   To compare the incidence of hospitalization for upper gastrointestinal tract 
bleeding in patients using individual anticoagulants with and without PPI cotherapy, and to 
determine variation according to underlying gastrointestinal bleeding risk. 
Design, Setting, and Participants   Retrospective cohort study in Medicare beneficiaries 
between January 1, 2011, and September 30, 2015. 
Exposures   Apixaban, dabigatran, rivaroxaban, or warfarin with or without PPI cotherapy. 
Main Outcomes and Measures   Hospitalizations for upper gastrointestinal tract bleeding: 
adjusted incidence and risk difference (RD) per 10 000 person-years of anticoagulant 
treatment, incidence rate ratios (IRRs.) 
Results   There were 1 643 123 patients with 1 713 183 new episodes of oral anticoagulant 
treatment included in the cohort (mean [SD] age, 76.4 [2.4] years, 651 427 person-years of 
follow-up [56.1%] were for women, and the indication was atrial fibrillation for 870 330 
person-years [74.9%]). During 754 389 treatment person-years without PPI cotherapy, the 
adjusted incidence of hospitalization for upper gastrointestinal tract bleeding (n = 7119) 

https://clinicaltrials.gov/ct2/show/NCT00987688
https://www.anzctr.org.au/Trial/Registration/TrialReview.aspx?id=308414&isReview=true
https://jamanetwork.com/journals/jama/fullarticle/2717474


 - 6 - 

was 115 per 10 000 person-years (95% CI, 112-118). The incidence for rivaroxaban 
(n = 1278) was 144 per 10 000 person-years (95% CI, 136-152), which was significantly 
greater than the incidence of hospitalizations for apixaban (n = 279; 73 per 10 000 person-
years; IRR, 1.97 [95% CI, 1.73-2.25]; RD, 70.9 [95% CI, 59.1-82.7]), dabigatran (n = 629; 
120 per 10 000 person-years; IRR, 1.19 [95% CI, 1.08-1.32]; RD, 23.4 [95% CI, 10.6-
36.2]), and warfarin (n = 4933; 113 per 10 000 person-years; IRR, 1.27 [95% CI, 1.19-
1.35]; RD, 30.4 [95% CI, 20.3-40.6]). The incidence for apixaban was significantly lower 
than that for dabigatran (IRR, 0.61 [95% CI, 0.52-0.70]; RD, −47.5 [95% CI,−60.6 to 
−34.3]) and warfarin (IRR, 0.64 [95% CI, 0.57-0.73]; RD, −40.5 [95% CI, −50.0 to −31.0]). 
When anticoagulant treatment with PPI cotherapy (264 447 person-years; 76 per 10 000 
person-years) was compared with treatment without PPI cotherapy, risk of upper 
gastrointestinal tract bleeding hospitalizations (n = 2245) was lower overall (IRR, 0.66 
[95% CI, 0.62-0.69]) and for apixaban (IRR, 0.66 [95% CI, 0.52-0.85]; RD, −24 [95% CI, 
−38 to −11]), dabigatran (IRR, 0.49 [95% CI, 0.41-0.59]; RD, −61.1 [95% CI, −74.8 to 
−47.4]), rivaroxaban (IRR, 0.75 [95% CI, 0.68-0.84]; RD, −35.5 [95% CI, −48.6 to −22.4]), 
and warfarin (IRR, 0.65 [95% CI, 0.62-0.69]; RD, −39.3 [95% CI, −44.5 to −34.2.)] 
Conclusions and Relevance Among patients initiating oral anticoagulant treatment, 
incidence of hospitalization for upper gastrointestinal tract bleeding was the highest in 
patients prescribed rivaroxaban, and the lowest for patients prescribed apixaban. For each 
anticoagulant, the incidence of hospitalization for upper gastrointestinal tract bleeding was 
lower among patients who were receiving PPI cotherapy. These findings may inform 
assessment of risks and benefits when choosing anticoagulant agents. 
________________________________________________________________________ 

 
Association of Renin-Angiotensin Inhibitor Treatment With Mortality and Heart 
Failure Readmission in Patients With Transcatheter Aortic Valve Replacement  
Taku Inohara, Pratik Manandhar,  Andrzej S. Kosinski,  et al 
JAMA. 2018;320(21):2231-2241. doi:10.1001/jama.2018.18077 
https://jamanetwork.com/journals/jama/article-abstract/2717475 
 
Abstract 
Importance Data are lacking on the effect of a renin-angiotensin system (RAS) inhibitor 
prescribed after transcatheter aortic valve replacement (TAVR). Treatment with a RAS 
inhibitor may reverse left ventricular remodeling and improve function. 
Objective To investigate the association of prescription of a RAS inhibitor and outcomes 
after TAVR. 
Design, Setting, and Participants Retrospective cohort study of TAVR procedures 
performed in the United States (using the Society of Thoracic Surgeons/American College 
of Cardiology Transcatheter Valve Therapies Registry) between July 2014 and January 
2016 that were linked to Medicare claims data (final date of follow-up: March 31, 2017). To 
account for differences in demographics, echocardiographic findings, and in-hospital 
complications, 1:1 propensity matching was performed. 
Exposures Initial hospital discharge prescription of a RAS inhibitor after TAVR. 
Main Outcomes and Measures Primary outcomes were all-cause death and readmission 
due to heart failure at 1 year after discharge, which were considered separately. The 
secondary outcome was health status assessed by the Kansas City Cardiomyopathy 
Questionnaire (KCCQ; score range: 0-100, with a higher score indicating less symptom 
burden and better quality of life; a small effect size was defined as 5 points) at 1 year. 
Results Among 21 312 patients who underwent TAVR at 417 US sites, 8468 patients 
(39.7%) were prescribed a RAS inhibitor at hospital discharge. After propensity matching, 
15 896 patients were included (mean [SD] age, 82.4 [6.8] years; 48.1% were women; 
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mean [SD] left ventricular ejection fraction [LVEF], 51.9% [11.5%]). Patients with a 
prescription for a RAS inhibitor vs those with no prescription had lower mortality rates at 1 
year (12.5% vs 14.9%, respectively; absolute risk difference [ARD], −2.4% [95% CI, −3.5% 
to −1.4%]; hazard ratio [HR], 0.82 [95% CI, 0.76 to 0.90]) and lower heart failure 
readmission rates at 1 year (12.0% vs 13.8%; ARD, −1.8% [95% CI, −2.8% to −0.7%]; HR, 
0.86 [95% CI, 0.79 to 0.95]). When stratified by LVEF, having a prescription for a RAS 
inhibitor vs no prescription was associated with lower 1-year mortality among patients with 
preserved LVEF (11.1% vs 13.9%, respectively; ARD, −2.81% [95% CI, −3.95% to 
−1.67%]; HR, 0.78 [95% CI, 0.71 to 0.86]), but not among those with reduced LVEF 
(18.8% vs 19.5%; ARD, −0.68% [95% CI, −3.52% to 2.20%]; HR, 0.95 [95% CI, 0.81 to 
1.12]) (P = .04 for interaction). Of 15 896 matched patients, 4837 (30.4%) were included in 
the KCCQ score analysis and improvements at 1 year were greater in patients with a 
prescription for a RAS inhibitor vs those with no prescription (median, 33.3 [interquartile 
range, 14.2 to 51.0] vs 31.3 [interquartile range, 13.5 to 51.1], respectively; difference in 
improvement, 2.10 [95% CI, 0.10 to 4.06]; P < .001), but the effect size was not clinically 
meaningful. 
Conclusions and Relevance Among patients who underwent TAVR, receiving a 
prescription for a RAS inhibitor at hospital discharge compared with no prescription was 
significantly associated with a lower risk of mortality and heart failure readmission. 
However, due to potential selection bias, this finding requires further investigation in 
randomized trials. 
_______________________________________________________________________ 

 
Association of Medicaid Expansion With 1-Year Mortality Among Patients With End-
Stage Renal Disease  
Shailender Swaminathan, Benjamin D. Sommers, Rebecca Thorsness, et al 
JAMA. 2018;320(21):2242-2250. doi:10.1001/jama.2018.16504 
https://jamanetwork.com/journals/jama/article-abstract/2710505 
 
Abstract 
Importance The Affordable Care Act Medicaid expansion may be associated with reduced 
mortality, but evidence to date is limited. Patients with end-stage renal disease (ESRD) are 
a high-risk group that may be particularly affected by Medicaid expansion. 
Objective To examine the association of Medicaid expansion with 1-year mortality among 
nonelderly patients with ESRD initiating dialysis. 
Design, Setting, and Participants Difference-in-differences analysis of nonelderly 
patients initiating dialysis in Medicaid expansion and nonexpansion states from January 
2011 to March 2017. 
Exposure Living in a Medicaid expansion state. 
Main Outcomes and Measures The primary outcome was 1-year mortality. Secondary 
outcomes were insurance, predialysis nephrology care, and type of vascular access for 
hemodialysis. 
Results A total of 142 724 patients in expansion states (mean age, 50.2 years; 40.2% 
women) and 93 522 patients in nonexpansion states (mean age, 49.7; 42.4% women) 
were included. In Medicaid expansion states, 1-year mortality following dialysis initiation 
declined from 6.9% in the preexpansion period to 6.1% after expansion (change, −0.8 
percentage points; 95% CI, −1.1 to −0.5). In nonexpansion states, mortality rates were 
7.0% before expansion and 6.8% after expansion (change, −0.2 percentage points; 95% 
CI, −0.5 to 0.2), yielding an adjusted absolute reduction in mortality in expansion states of 
−0.6 percentage points (95% CI, −1.0 to −0.2). Mortality reductions were largest for black 
patients (−1.4 percentage points; 95% CI, −2.2, −0.7; P=.04 for interaction) and patients 
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aged 19 to 44 years (−1.1 percentage points; 95% CI, −2.1 to −0.3; P=.01 for interaction). 
Expansion was associated with a 10.5-percentage-point (95% CI, 7.7-13.2) increase in 
Medicaid coverage at dialysis initiation, a −4.2-percentage-point (95% CI, −6.0 to −2.3) 
decrease in being uninsured, and a 2.3-percentage-point (95% CI, 0.6-4.1) increase in the 
presence of an arteriovenous fistula or graft. Changes in predialysis nephrology care were 
not significant. 
Conclusions and Relevance Among patients with ESRD initiating dialysis, living in a 
state that expanded Medicaid under the Affordable Care Act was associated with lower 1-
year mortality. If this association is causal, further research is needed to understand what 
factors may have contributed to this finding. 

Back to Contents 
________________________________________________________________________ 

 

The Lancet (1 December 2018, Vol. 392, No. 10162) 
 
Radiotherapy to the primary tumour for newly diagnosed, metastatic prostate 
cancer (STAMPEDE): A randomised controlled phase 3 trial 
Christopher C Parker, Nicholas D James, Christopher D Brawley, et al. 
The Lancet: Volume 392, ISSUE 10162, P2353-2366, December 01, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)32486-3/fulltext 
 
Summary 
Background 
Based on previous findings, we hypothesised that radiotherapy to the prostate would 
improve overall survival in men with metastatic prostate cancer, and that the benefit would 
be greatest in patients with a low metastatic burden. We aimed to compare standard of 
care for metastatic prostate cancer, with and without radiotherapy. 
Methods 
We did a randomised controlled phase 3 trial at 117 hospitals in Switzerland and the UK. 
Eligible patients had newly diagnosed metastatic prostate cancer. We randomly allocated 
patients open-label in a 1:1 ratio to standard of care (control group) or standard of care 
and radiotherapy (radiotherapy group). Randomisation was stratified by hospital, age at 
randomisation, nodal involvement, WHO performance status, planned androgen 
deprivation therapy, planned docetaxel use (from December, 2015), and regular aspirin or 
non-steroidal anti-inflammatory drug use. Standard of care was lifelong androgen 
deprivation therapy, with up-front docetaxel permitted from December, 2015. Men 
allocated radiotherapy received either a daily (55 Gy in 20 fractions over 4 weeks) or 
weekly (36 Gy in six fractions over 6 weeks) schedule that was nominated before 
randomisation. The primary outcome was overall survival, measured as the number of 
deaths; this analysis had 90% power with a one-sided α of 2·5% for a hazard ratio (HR) of 
0·75. Secondary outcomes were failure-free survival, progression-free survival, metastatic 
progression-free survival, prostate cancer-specific survival, and symptomatic local event-
free survival. Analyses used Cox proportional hazards and flexible parametric models, 
adjusted for stratification factors. The primary outcome analysis was by intention to treat. 
Two prespecified subgroup analyses tested the effects of prostate radiotherapy by 
baseline metastatic burden and radiotherapy schedule. This trial is registered with 
ClinicalTrials.gov, number NCT00268476. 
Findings 
Between Jan 22, 2013, and Sept 2, 2016, 2061 men underwent randomisation, 1029 were 
allocated the control and 1032 radiotherapy. Allocated groups were balanced, with a 
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median age of 68 years (IQR 63–73) and median amount of prostate-specific antigen of 97 
ng/mL (33–315). 367 (18%) patients received early docetaxel. 1082 (52%) participants 
nominated the daily radiotherapy schedule before randomisation and 979 (48%) the 
weekly schedule. 819 (40%) men had a low metastatic burden, 1120 (54%) had a high 
metastatic burden, and the metastatic burden was unknown for 122 (6%). Radiotherapy 
improved failure-free survival (HR 0·76, 95% CI 0·68–0·84; p<0·0001) but not overall 
survival (0·92, 0·80–1·06; p=0·266). Radiotherapy was well tolerated, with 48 (5%) 
adverse events (Radiation Therapy Oncology Group grade 3–4) reported during 
radiotherapy and 37 (4%) after radiotherapy. The proportion reporting at least one severe 
adverse event (Common Terminology Criteria for Adverse Events grade 3 or worse) was 
similar by treatment group in the safety population (398 [38%] with control and 380 [39%] 
with radiotherapy). 
Interpretation 
Radiotherapy to the prostate did not improve overall survival for unselected patients with 
newly diagnosed metastatic prostate cancer. 
________________________________________________________________________ 

 
Efficacy and safety of filgotinib, a selective Janus kinase 1 inhibitor, in patients with 
active psoriatic arthritis (EQUATOR): Results from a randomised, placebo-
controlled, phase 2 trial 
Philip Mease, Laura C Coates, Philip S Helliwell, et al 
The Lancet: Volume 392, ISSUE 10162, P2367-2377, December 01, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)32483-8/fulltext 
 
Summary 
Background 
The Janus kinase 1 (JAK1) pathway has been implicated in the pathogenesis of psoriatic 
arthritis. We aimed to investigate the efficacy and safety of filgotinib, a selective JAK1 
inhibitor, for the treatment of psoriatic arthritis.  
Methods 
The EQUATOR trial was a randomised, double-blind, placebo-controlled phase 2 trial that 
enrolled adults from 25 sites in seven countries (Belgium, Bulgaria, Czech Republic, 
Estonia, Poland, Spain, and Ukraine). Patients (aged ≥18 years) had active moderate-to-
severe psoriatic arthritis (defined as at least five swollen joints and at least five tender 
joints) fulfilling Classification for psoriatic arthritis (CASPAR) criteria, active or a 
documented history of plaque psoriasis, and an insufficient response or intolerance to at 
least one conventional synthetic disease-modifying anti-rheumatic drug (csDMARD). 
Patients continued to take csDMARDs during the study if they had received this treatment 
for at least 12 weeks before screening and were on a stable dose for at least 4 weeks 
before baseline. Using an interactive web-based system, we randomly allocated patients 
(1:1) to filgotinib 200 mg or placebo orally once daily for 16 weeks (stratified by current use 
of csDMARDs and previous use of anti-tumour necrosis factor). Patients, study team, and 
sponsor were masked to treatment assignment. The primary endpoint was proportion of 
patients achieving 20% improvement in American College of Rheumatology response 
criteria (ACR20) at week 16 in the full analysis set (patients who received at least one 
dose of study drug), which was compared between groups with the Cochran-Mantel-
Haenszel test and non-responder imputation method. This trial is registered with 
ClincalTrials.gov, number NCT03101670.  
Findings 
Between March 9, and Sept 27, 2017, 191 patients were screened and 131 were randomly 
allocated to treatment (65 to filgotinib and 66 to placebo). 60 (92%) patients in the filgotinib 
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group and 64 (97%) patients in the placebo group completed the study; five patients (8%) 
in the filgotinib group and two patients (3%) in the placebo group discontinued treatment. 
52 (80%) of 65 patients in the filgotinib group and 22 (33%) of 66 in the placebo group 
achieved ACR20 at week 16 (treatment difference 47% [95% CI 30·2–59·6], p<0·0001). 
37 (57%) patients who received filgotinib and 39 (59%) patients who received placebo had 
at least one treatment-emergent adverse event. Six participants had an event that was 
grade 3 or worse. The most common events were nasopharyngitis and headache, 
occurring at similar proportions in each group. One serious treatment-emergent adverse 
event was reported in each group (pneumonia and hip fracture after a fall), one of which 
(pneumonia) was fatal in the filgotinib group.  
Interpretation 
Filgotinib is efficacious for the treatment of active psoriatic arthritis, and no new safety 
signals were identified.  
________________________________________________________________________ 

 
Efficacy and safety of filgotinib, a selective Janus kinase 1 inhibitor, in patients with 
active ankylosing spondylitis (TORTUGA): Results from a randomised, placebo-
controlled, phase 2 trial 
Désirée van der Heijde, Xenofon Baraliakos, Lianne S Gensler, et al. 
The Lancet: Volume 392, ISSUE 10162, P2378-2387, December 01, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)32463-2/fulltext 
 
Summary 
Background 
At present, biological disease-modifying anti-rheumatic drugs (DMARDs) are the only 
treatment recommended for patients with ankylosing spondylitis who have not responded 
to first-line treatment with non-steroidal anti-inflammatory drugs (NSAIDs). The TORTUGA 
trial investigated the efficacy and safety of filgotinib, an oral selective Janus kinase 1 
(JAK1) inhibitor, for the treatment of patients with active ankylosing spondylitis.  
Methods 
In this completed, randomised, double-blind, placebo-controlled, phase 2 trial, we enrolled 
adult patients from 30 sites in seven countries (Belgium, Bulgaria, Czech Republic, 
Estonia, Poland, Spain, and Ukraine). Eligible patients had active ankylosing spondylitis 
and an inadequate response or intolerance to two or more NSAIDs. Patients were 
randomly assigned (1:1) with an interactive web-based response system to receive 
filgotinib 200 mg or placebo orally once daily for 12 weeks. Randomisation was stratified 
by current use of conventional synthetic DMARDs and previous receipt of anti-tumour 
necrosis factor therapy. The patients, study team, and study sponsor were masked to 
treatment assignment. The primary endpoint was the change from baseline in ankylosing 
spondylitis disease activity score (ASDAS) at week 12, which was assessed in the full 
analysis set (ie, all randomised patients who received at least one dose of study drug). 
Safety was assessed according to actual treatment received. This trial is registered with 
ClinicalTrials.gov, number NCT03117270.  
Findings 
Between March 7, 2017, and July 2, 2018, 263 patients were screened and 116 randomly 
assigned to filgotinib (n=58) or placebo (n=58). 55 (95%) patients in the filgotinib group 
and 52 (90%) in the placebo group completed the study; three (5%) patients in the 
filgotinib group and six (10%) in the placebo group discontinued treatment. The mean 
ASDAS change from baseline to week 12 was −1·47 (SD 1·04) in the filgotinib group and 
−0·57 (0·82) in the placebo group, with a least squares mean difference between groups 
of −0·85 (95% CI −1·17 to −0·53; p<0·0001). Treatment-emergent adverse events were 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)32463-2/fulltext


 - 11 - 

reported in 18 patients in each group, the most common being nasopharyngitis (in two 
patients in the filgotinib group and in four patients in the placebo group). Treatment-
emergent adverse events led to permanent treatment discontinuation in two patients (a 
case of grade 3 pneumonia in the filgotinib group and of high creatine kinase in the 
placebo group). No deaths were reported during the study.  
Interpretation 
Filgotinib is efficacious and safe for the treatment of patients with active ankylosing 
spondylitis who have not responded to first-line pharmacological therapy with NSAIDs. 
Further investigation of filgotinib for ankylosing spondylitis is warranted.  
_______________________________________________________________________ 

 
Deep learning algorithms for detection of critical findings in head CT scans: A 
retrospective study 
Sasank Chilamkurthy, Rohit Ghosh, Swetha Tanamala, et al. 
The Lancet: Volume 392, ISSUE 10162, P2388-2396, December 01, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31645-3/fulltext 
 
Summary 
Background 
Non-contrast head CT scan is the current standard for initial imaging of patients with head 
trauma or stroke symptoms. We aimed to develop and validate a set of deep learning 
algorithms for automated detection of the following key findings from these scans: 
intracranial haemorrhage and its types (i.e. intraparenchymal, intraventricular, subdural, 
extradural, and subarachnoid); calvarial fractures; midline shift; and mass effect.  
Methods 
We retrospectively collected a dataset containing 313 318 head CT scans together with 
their clinical reports from around 20 centres in India between Jan 1, 2011, and June 1, 
2017. A randomly selected part of this dataset (Qure25k dataset) was used for validation 
and the rest was used to develop algorithms. An additional validation dataset (CQ500 
dataset) was collected in two batches from centres that were different from those used for 
the development and Qure25k datasets. We excluded postoperative scans and scans of 
patients younger than 7 years. The original clinical radiology report and consensus of three 
independent radiologists were considered as gold standard for the Qure25k and CQ500 
datasets, respectively. Areas under the receiver operating characteristic curves (AUCs) 
were primarily used to assess the algorithms.  
Findings 
The Qure25k dataset contained 21 095 scans (mean age 43 years; 9030 [43%] female 
patients), and the CQ500 dataset consisted of 214 scans in the first batch (mean age 43 
years; 94 [44%] female patients) and 277 scans in the second batch (mean age 52 years; 
84 [30%] female patients). On the Qure25k dataset, the algorithms achieved an AUC of 
0·92 (95% CI 0·91–0·93) for detecting intracranial haemorrhage (0·90 [0·89–0·91] for 
intraparenchymal, 0·96 [0·94–0·97] for intraventricular, 0·92 [0·90–0·93] for subdural, 0·93 
[0·91–0·95] for extradural, and 0·90 [0·89–0·92] for subarachnoid). On the CQ500 dataset, 
AUC was 0·94 (0·92–0·97) for intracranial haemorrhage (0·95 [0·93–0·98], 0·93 [0·87–
1·00], 0·95 [0·91–0·99], 0·97 [0·91–1·00], and 0·96 [0·92–0·99], respectively). AUCs on 
the Qure25k dataset were 0·92 (0·91–0·94) for calvarial fractures, 0·93 (0·91–0·94) for 
midline shift, and 0·86 (0·85–0·87) for mass effect, while AUCs on the CQ500 dataset 
were 0·96 (0·92–1·00), 0·97 (0·94–1·00), and 0·92 (0·89–0·95), respectively.  
Interpretation 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31645-3/fulltext
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Our results show that deep learning algorithms can accurately identify head CT scan 
abnormalities requiring urgent attention, opening up the possibility to use these algorithms 
to automate the triage process.  

Back to Contents 
________________________________________________________________________ 

 
The New England Journal of Medicine (29 November 2018, Vol. 379, No. 22) 
 
Alirocumab and Cardiovascular Outcomes after Acute Coronary Syndrome 
Gregory G. Schwartz, P. Gabriel Steg, Michael Szarek, et al. for the ODYSSEY 
OUTCOMES Committees and Investigators 
N Engl J Med 2018; 379: 2097-2107 November 29, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1801174 
 
Abstract 
Background 
Patients who have had an acute coronary syndrome are at high risk for recurrent ischemic 
cardiovascular events. We sought to determine whether alirocumab, a human monoclonal 
antibody to proprotein convertase subtilisin–kexin type 9 (PCSK9), would improve 
cardiovascular outcomes after an acute coronary syndrome in patients receiving high-
intensity statin therapy. 
Methods 
We conducted a multicenter, randomized, double-blind, placebo-controlled trial involving 
18,924 patients who had an acute coronary syndrome 1 to 12 months earlier, had a low-
density lipoprotein (LDL) cholesterol level of at least 70 mg per deciliter (1.8 mmol per 
liter), a non−high-density lipoprotein cholesterol level of at least 100 mg per deciliter (2.6 
mmol per liter), or an apolipoprotein B level of at least 80 mg per deciliter, and were 
receiving statin therapy at a high-intensity dose or at the maximum tolerated dose. 
Patients were randomly assigned to receive alirocumab subcutaneously at a dose of 75 
mg (9462 patients) or matching placebo (9462 patients) every 2 weeks. The dose of 
alirocumab was adjusted under blinded conditions to target an LDL cholesterol level of 25 
to 50 mg per deciliter (0.6 to 1.3 mmol per liter). The primary end point was a composite of 
death from coronary heart disease, nonfatal myocardial infarction, fatal or nonfatal 
ischemic stroke, or unstable angina requiring hospitalization. 
Results 
The median duration of follow-up was 2.8 years. A composite primary end-point event 
occurred in 903 patients (9.5%) in the alirocumab group and in 1052 patients (11.1%) in 
the placebo group (hazard ratio, 0.85; 95% confidence interval [CI], 0.78 to 0.93; 
P<0.001). A total of 334 patients (3.5%) in the alirocumab group and 392 patients (4.1%) 
in the placebo group died (hazard ratio, 0.85; 95% CI, 0.73 to 0.98). The absolute benefit 
of alirocumab with respect to the composite primary end point was greater among patients 
who had a baseline LDL cholesterol level of 100 mg or more per deciliter than among 
patients who had a lower baseline level. The incidence of adverse events was similar in 
the two groups, with the exception of local injection-site reactions (3.8% in the alirocumab 
group vs. 2.1% in the placebo group). 
Conclusions 
Among patients who had a previous acute coronary syndrome and who were receiving 
high-intensity statin therapy, the risk of recurrent ischemic cardiovascular events was 
lower among those who received alirocumab than among those who received placebo. 
________________________________________________________________________ 
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Atezolizumab and Nab-Paclitaxel in Advanced Triple-Negative Breast Cancer 
Peter Schmid, Sylvia Adams, Hope S. Rugo, et al. for the IMpassion130 Trial Investigators 
N Engl J Med 2018; 379: 2108-2121November 29, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1809615 
 
Abstract 
Background 
Unresectable locally advanced or metastatic triple-negative (hormone-receptor–negative 
and human epidermal growth factor receptor 2 [HER2]–negative) breast cancer is an 
aggressive disease with poor outcomes. Nanoparticle albumin-bound (nab)–paclitaxel may 
enhance the anticancer activity of atezolizumab. 
Methods 
In this phase 3 trial, we randomly assigned (in a 1:1 ratio) patients with untreated 
metastatic triple-negative breast cancer to receive atezolizumab plus nab-paclitaxel or 
placebo plus nab-paclitaxel; patients continued the intervention until disease progression 
or an unacceptable level of toxic effects occurred. Stratification factors were the receipt or 
nonreceipt of neoadjuvant or adjuvant taxane therapy, the presence or absence of liver 
metastases at baseline, and programmed death ligand 1 (PD-L1) expression at baseline 
(positive vs. negative). The two primary end points were progression-free survival (in the 
intention-to-treat population and PD-L1–positive subgroup) and overall survival (tested in 
the intention-to-treat population; if the finding was significant, then it would be tested in the 
PD-L1–positive subgroup). 
Results 
Each group included 451 patients (median follow-up, 12.9 months). In the intention-to-treat 
analysis, the median progression-free survival was 7.2 months with atezolizumab plus 
nab-paclitaxel, as compared with 5.5 months with placebo plus nab-paclitaxel (hazard ratio 
for progression or death, 0.80; 95% confidence interval [CI], 0.69 to 0.92; P=0.002); 
among patients with PD-L1–positive tumors, the median progression-free survival was 7.5 
months and 5.0 months, respectively (hazard ratio, 0.62; 95% CI, 0.49 to 0.78; P<0.001). 
In the intention-to-treat analysis, the median overall survival was 21.3 months with 
atezolizumab plus nab-paclitaxel and 17.6 months with placebo plus nab-paclitaxel 
(hazard ratio for death, 0.84; 95% CI, 0.69 to 1.02; P=0.08); among patients with PD-L1–
positive tumors, the median overall survival was 25.0 months and 15.5 months, 
respectively (hazard ratio, 0.62; 95% CI, 0.45 to 0.86). No new adverse effects were 
identified. Adverse events that led to the discontinuation of any agent occurred in 15.9% of 
the patients who received atezolizumab plus nab-paclitaxel and in 8.2% of those who 
received placebo plus nab-paclitaxel. 
Conclusions 
Atezolizumab plus nab-paclitaxel prolonged progression-free survival among patients with 
metastatic triple-negative breast cancer in both the intention-to-treat population and the 
PD-L1–positive subgroup. Adverse events were consistent with the known safety profiles 
of each agent. 
________________________________________________________________________ 

 
Attention Deficit–Hyperactivity Disorder and Month of School Enrollment 
Timothy J. Layton, Michael L. Barnett, Tanner R. Hicks, et al.  
N Engl J Med 2018; 379: 2122-2130 November 29, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1806828 
 
Abstract 

https://www.nejm.org/doi/full/10.1056/NEJMoa1809615
https://www.nejm.org/doi/full/10.1056/NEJMoa1806828
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Background 
Younger children in a school grade cohort may be more likely to receive a diagnosis of 
attention deficit–hyperactivity disorder (ADHD) than their older peers because of age-
based variation in behavior that may be attributed to ADHD rather than to the younger age 
of the children. Most U.S. states have arbitrary age cutoffs for entry into public school. 
Therefore, within the same grade, children with birthdays close to the cutoff date can differ 
in age by nearly 1 year. 
Methods 
We used data from 2007 through 2015 from a large insurance database to compare the 
rate of ADHD diagnosis among children born in August with that among children born in 
September in states with and states without the requirement that children be 5 years old 
by September 1 for enrollment in kindergarten. ADHD diagnosis was determined on the 
basis of diagnosis codes from the International Classification of Diseases, 9th Revision. 
We also used prescription records to compare ADHD treatment between children born in 
August and children born in September in states with and states without the cutoff date of 
September 1. 
Results 
The study population included 407,846 children in all U.S. states who were born in the 
period from 2007 through 2009 and were followed through December 2015. The rate of 
claims-based ADHD diagnosis among children in states with a September 1 cutoff was 
85.1 per 10,000 children (309 cases among 36,319 children; 95% confidence interval [CI], 
75.6 to 94.2) among those born in August and 63.6 per 10,000 children (225 cases among 
35,353 children; 95% CI, 55.4 to 71.9) among those born in September, an absolute 
difference of 21.5 per 10,000 children (95% CI, 8.8 to 34.0); the corresponding difference 
in states without the September 1 cutoff was 8.9 per 10,000 children (95% CI, −14.9 to 
20.8). The rate of ADHD treatment was 52.9 per 10,000 children (192 of 36,319 children; 
95% CI, 45.4 to 60.3) among those born in August and 40.4 per 10,000 children (143 of 
35,353 children; 95% CI, 33.8 to 47.1) among those born in September, an absolute 
difference of 12.5 per 10,000 children (95% CI, 2.43 to 22.4). These differences were not 
observed for other month-to-month comparisons, nor were they observed in states with 
non-September cutoff dates for starting kindergarten. In addition, in states with a 
September 1 cutoff, no significant differences between August-born and September-born 
children were observed in rates of asthma, diabetes, or obesity. 
Conclusions 
Rates of diagnosis and treatment of ADHD are higher among children born in August than 
among children born in September in states with a September 1 cutoff for kindergarten 
entry. 
________________________________________________________________________ 

 
Effect of Genetic Diagnosis on Patients with Previously Undiagnosed Disease 
Kimberly Splinter, David R. Adams, Carlos A. Bacino, et al. for the Undiagnosed Diseases 
Network 
N Engl J Med 2018; 379: 2131-2139 November 29, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1714458 
 
Abstract 
Background 
Many patients remain without a diagnosis despite extensive medical evaluation. The 
Undiagnosed Diseases Network (UDN) was established to apply a multidisciplinary model 
in the evaluation of the most challenging cases and to identify the biologic characteristics 
of newly discovered diseases. The UDN, which is funded by the National Institutes of 

https://www.nejm.org/doi/full/10.1056/NEJMoa1714458
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Health, was formed in 2014 as a network of seven clinical sites, two sequencing cores, 
and a coordinating center. Later, a central biorepository, a metabolomics core, and a 
model organisms screening center were added. 
Methods 
We evaluated patients who were referred to the UDN over a period of 20 months. The 
patients were required to have an undiagnosed condition despite thorough evaluation by a 
health care provider. We determined the rate of diagnosis among patients who 
subsequently had a complete evaluation, and we observed the effect of diagnosis on 
medical care. 
Results 
A total of 1519 patients (53% female) were referred to the UDN, of whom 601 (40%) were 
accepted for evaluation. Of the accepted patients, 192 (32%) had previously undergone 
exome sequencing. Symptoms were neurologic in 40% of the applicants, musculoskeletal 
in 10%, immunologic in 7%, gastrointestinal in 7%, and rheumatologic in 6%. Of the 382 
patients who had a complete evaluation, 132 received a diagnosis, yielding a rate of 
diagnosis of 35%. A total of 15 diagnoses (11%) were made by clinical review alone, and 
98 (74%) were made by exome or genome sequencing. Of the diagnoses, 21% led to 
recommendations regarding changes in therapy, 37% led to changes in diagnostic testing, 
and 36% led to variant-specific genetic counseling. We defined 31 new syndromes. 
Conclusions 
The UDN established a diagnosis in 132 of the 382 patients who had a complete 
evaluation, yielding a rate of diagnosis of 35%. 

Back to Contents 
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Sources  
 

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

JAMA: The Journal of the American Medical 
Association  

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

The Lancet www.thelancet.com 

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

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

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

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

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

________________________________________________________________________ 

Library News 

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/


 - 16 - 

________________________________________________________________________ 

 

New Library Website URL 
 

We are now www.uhdblibrary.co.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 
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KnowledgeShare 
 

Having trouble keeping up to date? 
 

http://www.uhdblibrary.co.uk/e-resources
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KnowledgeShare is a web-based current awareness system that provides a personalised 
current awareness service, direct to your inbox.  
 
How it works: Let us know your areas of interest (e.g. physical conditions, professional 
interests such as mentoring, providing education) and we will set you up with an account. 
You will then receive regular emails targeted to your interests.  
 
OpenAthens: You will need to have an NHS OpenAthens account registered with us, prior 
to setting up a KnowledgeShare account. To register for an Athens account, please go to: 
https://openathens.nice.org.uk  
 
Further information can be found via this link:  
http://www.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."  

 
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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