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Living network meta-analysis compared with pairwise meta-analysis in comparative 
effectiveness research: empirical study 
Adriani Nikolakopoulou, Dimitris Mavridis, Toshi A Furukawa, et al. 
BMJ 2018; 360 :k585 (Published 28 February 2018)  
http://www.bmj.com/content/360/bmj.k585 
 
Abstract 
Objective To examine whether the continuous updating of networks of prospectively 
planned randomised controlled trials (RCTs) (“living” network meta-analysis) provides 
strong evidence against the null hypothesis in comparative effectiveness of medical 
interventions earlier than the updating of conventional, pairwise meta-analysis. 
Design Empirical study of the accumulating evidence about the comparative effectiveness 
of clinical interventions. 
Data sources Database of network meta-analyses of RCTs identified through searches of 
Medline, Embase, and the Cochrane Database of Systematic Reviews until 14 April 2015. 
Eligibility criteria for study selection Network meta-analyses published after January 
2012 that compared at least five treatments and included at least 20 RCTs. Clinical 
experts were asked to identify in each network the treatment comparison of greatest 
clinical interest. Comparisons were excluded for which direct and indirect evidence 
disagreed, based on side, or node, splitting test (P<0.10). 
Outcomes and analysis Cumulative pairwise and network meta-analyses were 
performed for each selected comparison. Monitoring boundaries of statistical significance 
were constructed and the evidence against the null hypothesis was considered to be 
strong when the monitoring boundaries were crossed. A significance level was defined as 
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α=5%, power of 90% (β=10%), and an anticipated treatment effect to detect equal to the 
final estimate from the network meta-analysis. The frequency and time to strong evidence 
was compared against the null hypothesis between pairwise and network meta-analyses. 
Results 49 comparisons of interest from 44 networks were included; most (n=39, 80%) 
were between active drugs, mainly from the specialties of cardiology, endocrinology, 
psychiatry, and rheumatology. 29 comparisons were informed by both direct and indirect 
evidence (59%), 13 by indirect evidence (27%), and 7 by direct evidence (14%). Both 
network and pairwise meta-analysis provided strong evidence against the null hypothesis 
for seven comparisons, but for an additional 10 comparisons only network meta-analysis 
provided strong evidence against the null hypothesis (P=0.002). The median time to strong 
evidence against the null hypothesis was 19 years with living network meta-analysis and 
23 years with living pairwise meta-analysis (hazard ratio 2.78, 95% confidence interval 
1.00 to 7.72, P=0.05). Studies directly comparing the treatments of interest continued to be 
published for eight comparisons after strong evidence had become evident in network 
meta-analysis. 
Conclusions In comparative effectiveness research, prospectively planned living network 
meta-analyses produced strong evidence against the null hypothesis more often and 
earlier than conventional, pairwise meta-analyses. 
________________________________________________________________________ 

 
Clinical course of untreated cervical intraepithelial neoplasia grade 2 under active 
surveillance: systematic review and meta-analysis 
Karoliina Tainio, Antonios Athanasiou, Kari A O Tikkinen, et al. 
BMJ 2018; 360 :k499 (Published 27 February 2018)  
http://www.bmj.com/content/360/bmj.k499 
 
Abstract 
Objective To estimate the regression, persistence, and progression of untreated cervical 
intraepithelial neoplasia grade 2 (CIN2) lesions managed conservatively as well as 
compliance with follow-up protocols. 
Design Systematic review and meta-analysis. 
Data sources Medline, Embase, and the Cumulative Index to Nursing and Allied Health 
Literature (CINAHL) from 1 January 1973 to 20 August 2016. 
Eligibility criteria Studies reporting on outcomes of histologically confirmed CIN2 in non-
pregnant women, managed conservatively for three or more months. 
Data synthesis Two reviewers extracted data and assessed risk of bias. Random effects 
model was used to calculate pooled proportions for each outcome, and heterogeneity was 
assessed using I2 statistics. 
Main outcome measures Rates of regression, persistence, or progression of CIN2 and 
default rates at different follow-up time points (3, 6, 12, 24, 36, and 60 months). 
Results 36 studies that included 3160 women were identified (seven randomised trials, 16 
prospective cohorts, and 13 retrospective cohorts; 50% of the studies were at low risk of 
bias). At 24 months, the pooled rates were 50% (11 studies, 819/1470 women, 95% 
confidence interval 43% to 57%; I2=77%) for regression, 32% (eight studies, 334/1257 
women, 23% to 42%; I2=82%) for persistence, and 18% (nine studies, 282/1445 women, 
11% to 27%; I2=90%) for progression. In a subgroup analysis including 1069 women aged 
less than 30 years, the rates were 60% (four studies, 638/1069 women, 57% to 63%; 
I2=0%), 23% (two studies, 226/938 women, 20% to 26%; I2=97%), and 11% (three studies, 
163/1033 women, 5% to 19%; I2=67%), respectively. The rate of non-compliance (at six to 
24 months of follow-up) in prospective studies was around 10%. 
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Conclusions Most CIN2 lesions, particularly in young women (<30 years), regress 
spontaneously. Active surveillance, rather than immediate intervention, is therefore 
justified, especially among young women who are likely to adhere to monitoring. 
Systematic review registration PROSPERO 2014: CRD42014014406. 
________________________________________________________________________ 

 
Age trends in 30 day hospital readmissions: US national retrospective analysis  
Jay G Berry, James C Gay, Karen Joynt Maddox, et al. 
BMJ 2018; 360 :k497 (Published 27 February 2018)  
http://www.bmj.com/content/360/bmj.k497 
 
Abstract 
Objective To assess trends in and risk factors for readmission to hospital across the age 
continuum. 
Design Retrospective analysis. 
Setting and participants 31 729 762 index hospital admissions for all conditions in 2013 
from the US Agency for Healthcare Research and Quality Nationwide Readmissions 
Database. 
Main outcome measure 30 day, all cause, unplanned hospital readmissions. Odds of 
readmission were compared by patients’ age in one year epochs with logistic regression, 
accounting for sex, payer, length of stay, discharge disposition, number of chronic 
conditions, reason for and severity of admission, and data clustering by hospital. The 
middle (45 years) of the age range (0-90+ years) was selected as the age reference 
group. 
Results The 30 day unplanned readmission rate following all US index admissions was 
11.6% (n=3 678 018). Referenced by patients aged 45 years, the adjusted odds ratio for 
readmission increased between ages 16 and 20 years (from 0.70 (95% confidence interval 
0.68 to 0.71) to 1.04 (1.02 to 1.06)), remained elevated between ages 21 and 44 years 
(range 1.02 (1.00 to 1.03) to 1.12 (1.10 to 1.14)), steadily decreased between ages 46 and 
64 years (range 1.02 (1.00 to 1.04) to 0.91 (0.90 to 0.93)), and decreased abruptly at age 
65 years (0.78 (0.77 to 0.79)), after which the odds remained relatively constant with 
advancing age. Across all ages, multiple chronic conditions were associated with the 
highest adjusted odds of readmission (for example, 3.67 (3.64 to 3.69) for six or more 
versus no chronic conditions). Among children, young adults, and middle aged adults, 
mental health was one of the most common reasons for index admissions that had high 
adjusted readmission rates (≥75th centile). 
Conclusions The likelihood of readmission was elevated for children transitioning to 
adulthood, children and younger adults with mental health disorders, and patients of all 
ages with multiple chronic conditions. Further attention to the measurement and causes of 
readmission and opportunities for its reduction in these groups is warranted. 

Back to Contents 
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JAMA: Journal of the American Medical Association (6 March 2018, Vol. 319, No. 9) 
 
Effect of Opioid vs Nonopioid Medications on Pain-Related Function in Patients with 
Chronic Back Pain or Hip or Knee Osteoarthritis Pain: The SPACE Randomized 
Clinical Trial  
Erin E. Krebs, Amy Gravely, Sean Nugent, et al.  
JAMA. 2018;319(9):872-882. doi:10.1001/jama.2018.0899 
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Abstract 
Importance Limited evidence is available regarding long-term outcomes of opioids 
compared with nonopioid medications for chronic pain. 
Objective To compare opioid vs nonopioid medications over 12 months on pain-related 
function, pain intensity, and adverse effects. 
Design, Setting and Participants Pragmatic, 12-month, randomized trial with masked 
outcome assessment. Patients were recruited from Veterans Affairs primary care clinics 
from June 2013 through December 2015; follow-up was completed December 2016. 
Eligible patients had moderate to severe chronic back pain or hip or knee osteoarthritis 
pain despite analgesic use. Of 265 patients enrolled, 25 withdrew prior to randomization 
and 240 were randomized. 
Interventions Both interventions (opioid and nonopioid medication therapy) followed a 
treat-to-target strategy aiming for improved pain and function. Each intervention had its 
own prescribing strategy that included multiple medication options in 3 steps. In the opioid 
group, the first step was immediate-release morphine, oxycodone, or 
hydrocodone/acetaminophen. For the nonopioid group, the first step was acetaminophen 
(paracetamol) or a nonsteroidal anti-inflammatory drug. Medications were changed, 
added, or adjusted within the assigned treatment group according to individual patient 
response. 
Main Outcomes and Measures The primary outcome was pain-related function (Brief 
Pain Inventory [BPI] interference scale) over 12 months and the main secondary outcome 
was pain intensity (BPI severity scale). For both BPI scales (range, 0-10; higher 
scores = worse function or pain intensity), a 1-point improvement was clinically important. 
The primary adverse outcome was medication-related symptoms (patient-reported 
checklist; range, 0-19). 
Results Among 240 randomized patients (mean age, 58.3 years; women, 32 [13.0%]), 
234 (97.5%) completed the trial. Groups did not significantly differ on pain-related function 
over 12 months (overall P = .58); mean 12-month BPI interference was 3.4 for the opioid 
group and 3.3 for the nonopioid group (difference, 0.1 [95% CI, −0.5 to 0.7]). Pain intensity 
was significantly better in the nonopioid group over 12 months (overall P = .03); mean 12-
month BPI severity was 4.0 for the opioid group and 3.5 for the nonopioid group 
(difference, 0.5 [95% CI, 0.0 to 1.0]). Adverse medication-related symptoms were 
significantly more common in the opioid group over 12 months (overall P = .03); mean 
medication-related symptoms at 12 months were 1.8 in the opioid group and 0.9 in the 
nonopioid group (difference, 0.9 [95% CI, 0.3 to 1.5]). 
Conclusions and Relevance Treatment with opioids was not superior to treatment with 
nonopioid medications for improving pain-related function over 12 months. Results do not 
support initiation of opioid therapy for moderate to severe chronic back pain or hip or knee 
osteoarthritis pain. 
Trial Registration clinicaltrials.gov Identifier: NCT01583985 
________________________________________________________________________ 

 
Effect of a Low-Intensity PSA-Based Screening Intervention on Prostate Cancer 
Mortality: The CAP Randomized Clinical Trial  
Richard M. Martin, Jenny L. Donovan, Emma L. Turner, et al. 
JAMA. 2018;319(9):883-895. doi:10.1001/jama.2018.0154 
https://jamanetwork.com/journals/jama/article-abstract/2673968?redirect=true 
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Importance Prostate cancer screening remains controversial because potential mortality 
or quality-of-life benefits may be outweighed by harms from overdetection and 
overtreatment. 
Objective To evaluate the effect of a single prostate-specific antigen (PSA) screening 
intervention and standardized diagnostic pathway on prostate cancer–specific mortality. 
Design, Setting, and Participants The Cluster Randomized Trial of PSA Testing for 
Prostate Cancer (CAP) included 419 582 men aged 50 to 69 years and was conducted at 
573 primary care practices across the United Kingdom. Randomization and recruitment of 
the practices occurred between 2001 and 2009; patient follow-up ended on March 31, 
2016. 
Intervention An invitation to attend a PSA testing clinic and receive a single PSA test vs 
standard (unscreened) practice. 
Main Outcomes and Measures Primary outcome: prostate cancer–specific mortality at a 
median follow-up of 10 years. Prespecified secondary outcomes: diagnostic cancer stage 
and Gleason grade (range, 2-10; higher scores indicate a poorer prognosis) of prostate 
cancers identified, all-cause mortality, and an instrumental variable analysis estimating the 
causal effect of attending the PSA screening clinic. 
Results Among 415 357 randomized men (mean [SD] age, 59.0 [5.6] years), 189 386 in 
the intervention group and 219 439 in the control group were included in the analysis 
(n = 408 825; 98%). In the intervention group, 75 707 (40%) attended the PSA testing clinic 
and 67 313 (36%) underwent PSA testing. Of 64 436 with a valid PSA test result, 6857 
(11%) had a PSA level between 3 ng/mL and 19.9 ng/mL, of whom 5850 (85%) had a 
prostate biopsy. After a median follow-up of 10 years, 549 (0.30 per 1000 person-years) 
died of prostate cancer in the intervention group vs 647 (0.31 per 1000 person-years) in 
the control group (rate difference, −0.013 per 1000 person-years [95% CI, −0.047 to 
0.022]; rate ratio [RR], 0.96 [95% CI, 0.85 to 1.08]; P = .50). The number diagnosed with 
prostate cancer was higher in the intervention group (n = 8054; 4.3%) than in the control 
group (n = 7853; 3.6%) (RR, 1.19 [95% CI, 1.14 to 1.25]; P < .001). More prostate cancer 
tumors with a Gleason grade of 6 or lower were identified in the intervention group 
(n = 3263/189 386 [1.7%]) than in the control group (n = 2440/219 439 [1.1%]) (difference 
per 1000 men, 6.11 [95% CI, 5.38 to 6.84]; P < .001). In the analysis of all-cause mortality, 
there were 25 459 deaths in the intervention group vs 28 306 deaths in the control group 
(RR, 0.99 [95% CI, 0.94 to 1.03]; P = .49). In the instrumental variable analysis for prostate 
cancer mortality, the adherence-adjusted causal RR was 0.93 (95% CI, 0.67 to 1.29; 
P = .66). 
Conclusions and Relevance Among practices randomized to a single PSA screening 
intervention vs standard practice without screening, there was no significant difference in 
prostate cancer mortality after a median follow-up of 10 years but the detection of low-risk 
prostate cancer cases increased. Although longer-term follow-up is under way, the findings 
do not support single PSA testing for population-based screening. 
Trial Registration ISRCTN Identifier: ISRCTN92187251 
________________________________________________________________________ 

 
Radical Prostatectomy, External Beam Radiotherapy, or External Beam 
Radiotherapy with Brachytherapy Boost and Disease Progression and Mortality in 
Patients with Gleason Score 9-10 Prostate Cancer  
Amar U. Kishan, Ryan R. Cook, Jay P. Ciezki, et al.  
JAMA. 2018;319(9):896-905. doi:10.1001/jama.2018.0587 
https://jamanetwork.com/journals/jama/article-abstract/2673969?redirect=true 
 
Abstract 
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Importance The optimal treatment for Gleason score 9-10 prostate cancer is unknown. 
Objective To compare clinical outcomes of patients with Gleason score 9-10 prostate 
cancer after definitive treatment. 
Design, Setting, and Participants Retrospective cohort study in 12 tertiary centers (11 in 
the United States, 1 in Norway), with 1809 patients treated between 2000 and 2013. 
Exposures Radical prostatectomy (RP), external beam radiotherapy (EBRT) with 
androgen deprivation therapy, or EBRT plus brachytherapy boost (EBRT+BT) with 
androgen deprivation therapy. 
Main Outcomes and Measures The primary outcome was prostate cancer–specific 
mortality; distant metastasis-free survival and overall survival were secondary outcomes. 
Results Of 1809 men, 639 underwent RP, 734 EBRT, and 436 EBRT+BT. Median ages 
were 61, 67.7, and 67.5 years; median follow-up was 4.2, 5.1, and 6.3 years, respectively. 
By 10 years, 91 RP, 186 EBRT, and 90 EBRT+BT patients had died. Adjusted 5-year 
prostate cancer–specific mortality rates were RP, 12% (95% CI, 8%-17%); EBRT, 13% 
(95% CI, 8%-19%); and EBRT+BT, 3% (95% CI, 1%-5%). EBRT+BT was associated with 
significantly lower prostate cancer–specific mortality than either RP or EBRT (cause-
specific HRs of 0.38 [95% CI, 0.21-0.68] and 0.41 [95% CI, 0.24-0.71]). Adjusted 5-year 
incidence rates of distant metastasis were RP, 24% (95% CI, 19%-30%); EBRT, 24% 
(95% CI, 20%-28%); and EBRT+BT, 8% (95% CI, 5%-11%). EBRT+BT was associated 
with a significantly lower rate of distant metastasis (propensity-score-adjusted cause-
specific HRs of 0.27 [95% CI, 0.17-0.43] for RP and 0.30 [95% CI, 0.19-0.47] for EBRT). 
Adjusted 7.5-year all-cause mortality rates were RP, 17% (95% CI, 11%-23%); EBRT, 
18% (95% CI, 14%-24%); and EBRT+BT, 10% (95% CI, 7%-13%). Within the first 7.5 
years of follow-up, EBRT+BT was associated with significantly lower all-cause mortality 
(cause-specific HRs of 0.66 [95% CI, 0.46-0.96] for RP and 0.61 [95% CI, 0.45-0.84] for 
EBRT). After the first 7.5 years, the corresponding HRs were 1.16 (95% CI, 0.70-1.92) and 
0.87 (95% CI, 0.57-1.32). No significant differences in prostate cancer–specific mortality, 
distant metastasis, or all-cause mortality (≤7.5 and >7.5 years) were found between men 
treated with EBRT or RP (cause-specific HRs of 0.92 [95% CI, 0.67-1.26], 0.90 [95% CI, 
0.70-1.14], 1.07 [95% CI, 0.80-1.44], and 1.34 [95% CI, 0.85-2.11]). 
Conclusions and Relevance Among patients with Gleason score 9-10 prostate cancer, 
treatment with EBRT+BT with androgen deprivation therapy was associated with 
significantly better prostate cancer–specific mortality and longer time to distant metastasis 
compared with EBRT with androgen deprivation therapy or with RP. 
________________________________________________________________________ 

 
Association Between Estimated Cumulative Vaccine Antigen Exposure Through the 
First 23 Months of Life and Non–Vaccine-Targeted Infections From 24 Through 47 
Months of Age  
Jason M. Glanz, Sophia R. Newcomer, Matthew F. Daley, et al.  
JAMA. 2018;319(9):906-913. doi:10.1001/jama.2018.0708 
https://jamanetwork.com/journals/jama/article-abstract/2673970?redirect=true 
 
Abstract 
Importance Some parents are concerned that multiple vaccines in early childhood could 
weaken their child’s immune system. Biological data suggest that increased vaccine 
antigen exposure could increase the risk for infections not targeted by vaccines. 
Objective To examine estimated cumulative vaccine antigen exposure through the first 23 
months of life in children with and without non–vaccine-targeted infections from 24 through 
47 months of age. 
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Design, Setting, and Participants A nested case-control study was conducted in 6 US 
health care organizations participating in the Vaccine Safety Datalink. Cases were 
identified by International Classification of Diseases codes for infectious diseases in the 
emergency department and inpatient medical settings and then validated by medical 
record review. Cases of non–vaccine-targeted infection were matched to controls by age, 
sex, health care organization site, and chronic disease status. Participants were children 
ages 24 through 47 months, born between January 1, 2003, and September 31, 2013, 
followed up until December 31, 2015. 
Exposures Cumulative vaccine antigen exposure, estimated by summing the number of 
antigens in each vaccine dose received from birth through age 23 months. 
Main Outcomes and Measures Non–vaccine-targeted infections, including upper and 
lower respiratory infections and gastrointestinal infections, from 24 through 47 months of 
age, and the association between these infections and estimated cumulative vaccine 
exposure from birth through 23 months. Conditional logistic regression was used to 
estimate matched odds ratios representing the odds of non–vaccine-targeted infections for 
every 30-unit increase in estimated cumulative number of antigens received. 
Results Among the 944 patients (193 cases and 751 controls), the mean (SD) age was 
32.5 (6.3) months, 422 (45%) were female, and 61 (7%) had a complex chronic condition. 
Through the first 23 months, the estimated mean (SD) cumulative vaccine antigen 
exposure was 240.6 (48.3) for cases and 242.9 (51.1) for controls. The between-group 
difference for estimated cumulative antigen exposure was −2.3 (95% CI, −10.1 to 5.4; 
P = .55). Among children with vs without non–vaccine-targeted infections from 24 through 
47 months of age, the matched odds ratio for estimated cumulative antigen exposure 
through age 23 months was not significant (matched odds ratio, 0.94; 95% CI, 0.84 to 
1.07). 
Conclusions and Relevance Among children from 24 through 47 months of age with 
emergency department and inpatient visits for infectious diseases not targeted by 
vaccines, compared with children without such visits, there was no significant difference in 
estimated cumulative vaccine antigen exposure through the first 23 months of life. 

Back to Contents 
________________________________________________________________________ 

 
The Lancet (3 March 2018, Vol. 391, No. 10123) 
 
Efficacy, safety, and tolerability of dolutegravir-rilpivirine for the maintenance of 
virological suppression in adults with HIV-1: phase 3, randomised, non-inferiority 
SWORD-1 and SWORD-2 studies 
Josep M Llibre, Chien-Ching Hung, Cynthia Brinson et al. 
The Lancet, Volume 391, No. 10123, p839–849, 3 March 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)33095-7/fulltext 
 
Summary 
Background 
Lifelong HIV antiretroviral therapy (ART) has prompted an interest in two-drug regimens to 
minimise cumulative drug exposure and toxicities. The safety, tolerability, and efficacy of 
dolutegravir and rilpivirine suggest potential compatibility and effectiveness as a two-drug 
regimen. We aimed to investigate this two-drug regimen in a phase 3 study. 
Methods 
We identically designed SWORD-1 and SWORD-2, which were open-label, parallel-group, 
multicentre, phase 3, randomised, non-inferiority studies in 12 countries evaluating efficacy 
and safety of once-daily dolutegravir 50 mg plus rilpivirine 25 mg versus current ART 
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regimen (CAR). We included participants aged 18 years or older who were on first or 
second ART with stable plasma HIV-1 RNA (viral load <50 copies per mL) for 6 months or 
longer at screening. We randomly assigned participants (1:1) with stratification by third-
agent class, age, and planned participation in a bone mineral density substudy. The 
primary endpoint was proportion of participants with viral load lower than 50 copies per mL 
at week 48 among those individuals who received one or more doses of study medication. 
Investigators monitored adverse events to assess safety. These trials are registered 
with ClinicalTrials.gov, numbers NCT02429791 (SWORD-1) and NCT02422797 (SWORD-
2). 
Findings 
We screened for participants from April 14, 2015, to Oct 15, 2015, for SWORD-1 and from 
April 21, 2015, to Sept 25, 2015, for SWORD-2. We randomly assigned 516 participants to 
dolutegravir-rilpivirine and 512 to continue with CAR. At week 48 (last patient visit was Nov 
22, 2016), in the pooled analysis of the intention-to-treat population, 95% of participants 
had viral loads lower than 50 copies per mL in each group (486 of 513 in the dolutegravir-
rilpivirine group vs 485 of 511 in the CAR group), with an adjusted treatment difference of 
−0·2% (95% CI −3·0 to 2·5) and showed non-inferiority with a predefined margin of −8%. 
395 (77%) of 513 participants in the dolutegravir-rilpivirine group and 364 (71%) of 511 
participants in the CAR group reported adverse events. The most common adverse events 
were nasopharyngitis (49 [10%] for dolutegravir-rilpivirine vs 50 [10%] for CAR) and 
headache (41 [8%] vs 23 [5%]). More participants taking dolutegravir-rilpivirine (17 [3%]) 
reported adverse events leading to withdrawal than did participants taking CAR (three 
[<1%]). 
Interpretation 
Dolutegravir-rilpivirine was non-inferior to CAR over 48 weeks in participants with HIV 
suppression and showed a safety profile consistent with its components. Results support 
the use of this two-drug regimen to maintain HIV suppression. 
Funding 
ViiV Healthcare and Janssen Pharmaceutica NV. 
________________________________________________________________________ 

 
Antiplatelet therapy with aspirin, clopidogrel, and dipyridamole versus clopidogrel 
alone or aspirin and dipyridamole in patients with acute cerebral ischaemia 
(TARDIS): a randomised, open-label, phase 3 superiority trial 
Philip M Bath, Lisa J Woodhouse, Jason P Appleton, et al. 
The Lancet, Volume 391, No. 10123, p850–859, 3 March 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)32849-0/fulltext 
 
Summary 
Background 
Intensive antiplatelet therapy with three agents might be more effective than guideline 
treatment for preventing recurrent events in patients with acute cerebral ischaemia. We 
aimed to compare the safety and efficacy of intensive antiplatelet therapy (combined 
aspirin, clopidogrel, and dipyridamole) with that of guideline-based antiplatelet therapy. 
Methods 
We did an international, prospective, randomised, open-label, blinded-endpoint trial in 
adult participants with ischaemic stroke or transient ischaemic attack (TIA) within 48 h of 
onset. Participants were assigned in a 1:1 ratio using computer randomisation to receive 
loading doses and then 30 days of intensive antiplatelet therapy (combined aspirin 75 mg, 
clopidogrel 75 mg, and dipyridamole 200 mg twice daily) or guideline-based therapy 
(comprising either clopidogrel alone or combined aspirin and dipyridamole). 
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Randomisation was stratified by country and index event, and minimised with prognostic 
baseline factors, medication use, time to randomisation, stroke-related factors, and 
thrombolysis. The ordinal primary outcome was the combined incidence and severity of 
any recurrent stroke (ischaemic or haemorrhagic; assessed using the modified Rankin 
Scale) or TIA within 90 days, as assessed by central telephone follow-up with masking to 
treatment assignment, and analysed by intention to treat. This trial is registered with the 
ISRCTN registry, number ISRCTN47823388. 
Findings 
3096 participants (1556 in the intensive antiplatelet therapy group, 1540 in the guideline 
antiplatelet therapy group) were recruited from 106 hospitals in four countries between 
April 7, 2009, and March 18, 2016. The trial was stopped early on the recommendation of 
the data monitoring committee. The incidence and severity of recurrent stroke or TIA did 
not differ between intensive and guideline therapy (93 [6%] participants vs 105 [7%]; 
adjusted common odds ratio [cOR] 0·90, 95% CI 0·67–1·20, p=0·47). By contrast, 
intensive antiplatelet therapy was associated with more, and more severe, bleeding 
(adjusted cOR 2·54, 95% CI 2·05–3·16, p<0·0001). 
Interpretation 
Among patients with recent cerebral ischaemia, intensive antiplatelet therapy did not 
reduce the incidence and severity of recurrent stroke or TIA, but did significantly increase 
the risk of major bleeding. Triple antiplatelet therapy should not be used in routine clinical 
practice. 
Funding 
National Institutes of Health Research Health Technology Assessment Programme, British 
Heart Foundation. 
________________________________________________________________________ 

 
Mesh versus suture repair of umbilical hernia in adults: a randomised, double-blind, 
controlled, multicentre trial 
Ruth Kaufmann, Jens A Halm, Hasan H Eker, et al. 
The Lancet, Volume 391, No. 10123, p860–869, 3 March 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30298-8/fulltext 
 
Summary 
Background 
Both mesh and suture repair are used for the treatment of umbilical hernias, but for smaller 
umbilical hernias (diameter 1–4 cm) there is little evidence whether mesh repair would be 
beneficial. In this study we aimed to investigate whether use of a mesh was better in 
reducing recurrence compared with suture repair for smaller umbilical hernias. 
Methods 
We did a randomised, double-blind, controlled multicentre trial in 12 hospitals (nine in the 
Netherlands, two in Germany, and one in Italy). Eligible participants were adults aged at 
least 18 years with a primary umbilical hernia of diameter 1–4 cm, and were randomly 
assigned (1:1) intraoperatively to either suture repair or mesh repair. In the first 3 years of 
the inclusion period, blocked randomisation (of non-specified size) was achieved by an 
envelope randomisation system; after this time computer-generated randomisation was 
introduced. Patients, investigators, and analysts were masked to the allocated treatment, 
and participants were stratified by hernia size (1–2 cm and >2–4 cm). At study initiation, all 
surgeons were invited to training sessions to ensure they used the same standardised 
techniques for suture repair or mesh repair. Patients underwent physical examinations at 2 
weeks, and 3, 12, and 24–30 months after the operation. The primary outcome was the 
rate of recurrences of the umbilical hernia after 24 months assessed in the modified 

http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30298-8/fulltext
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intention-to-treat population by physical examination and, in case of any doubt, abdominal 
ultrasound. This trial is registered with ClinicalTrials.gov, number NCT00789230. 
Findings 
Between June 21, 2006, and April 16, 2014, we randomly assigned 300 patients, 150 to 
mesh repair and 150 to suture repair. The median follow-up was 25·1 months (IQR 15·5–
33·4). After a maximum follow-up of 30 months, there were fewer recurrences in the mesh 
group than in the suture group (six [4%] in 146 patients vs 17 [12%] in 138 patients; 2-year 
actuarial estimates of recurrence 3·6% [95% CI 1·4–9·4] vs 11·4% (6·8–18·9); p=0·01, 
hazard ratio 0·31, 95% CI 0·12–0·80, corresponding to a number needed to treat of 12·8). 
The most common postoperative complications were seroma (one [<1%] in the suture 
group vs five [3%] in the mesh group), haematoma (two [1%] vs three [2%]), and wound 
infection (one [<1%] vs three [2%]). There were no anaesthetic complications or 
postoperative deaths. 
Interpretation 
This is the first study showing high level evidence for mesh repair in patients with small 
hernias of diameter 1–4 cm. Hence we suggest mesh repair should be used for operations 
on all patients with an umbilical hernia of this size. 
Funding 
Department of Surgery, Erasmus University Medical Center, Rotterdam, Netherlands. 
________________________________________________________________________ 

 
Modern contraceptive use, unmet need, and demand satisfied among women of 
reproductive age who are married or in a union in the focus countries of the Family 
Planning 2020 initiative: a systematic analysis using the Family Planning Estimation 
Tool 
Niamh Cahill, Emily Sonneveldt, John Stover, et al. 
The Lancet, Volume 391, No. 10123, p870–882, 3 March 2018 
http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)33104-5/fulltext 
 
Summary 
Background 
The London Summit on Family Planning in 2012 inspired the Family Planning 2020 
(FP2020) initiative and the 120×20 goal of having an additional 120 million women and 
adolescent girls become users of modern contraceptives in 69 of the world's poorest 
countries by the year 2020. Working towards achieving 120 × 20 is crucial for ultimately 
achieving the Sustainable Development Goals of universal access and satisfying demand 
for reproductive health. Thus, a performance assessment is required to determine 
countries' progress. 
Methods 
An updated version of the Family Planning Estimation Tool (FPET) was used to construct 
estimates and projections of the modern contraceptive prevalence rate (mCPR), unmet 
need for, and demand satisfied with modern methods of contraception among women of 
reproductive age who are married or in a union in the focus countries of the FP2020 
initiative. We assessed current levels of family planning indicators and changes between 
2012 and 2017. A counterfactual analysis was used to assess if recent levels of mCPR 
exceeded pre-FP2020 expectations. 
Findings 
In 2017, the mCPR among women of reproductive age who are married or in a union in 
the FP2020 focus countries was 45·7% (95% uncertainty interval [UI] 42·4–49·1), unmet 
need for modern methods was 21·6% (19·7–23·9), and the demand satisfied with modern 
methods was 67·9% (64·4–71·1). Between 2012 and 2017 the number of women of 

http://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)33104-5/fulltext
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reproductive age who are married or in a union who use modern methods increased by 
28·8 million (95% UI 5·8–52·5). At the regional level, Asia has seen the mCPR among 
women of reproductive age who are married or in a union grow from 51·0% (95% UI 48·5–
53·4) to 51·8% (47·3–56·5) between 2012 and 2017, which is slow growth, particularly 
when compared with a change from 23·9% (22·9–25·0) to 28·5% (26·8–30·2) across 
Africa. At the country level, based on a counterfactual analysis, we found that 61% of the 
countries that have made a commitment to FP2020 exceeded pre-FP2020 expectations 
for modern contraceptive use. Country success stories include rapid increases in Kenya, 
Mozambique, Malawi, Lesotho, Sierra Leone, Liberia, and Chad relative to what was 
expected in 2012. 
Interpretation 
Whereas the estimate of additional users up to 2017 for women of reproductive age who 
are married or in a union would suggest that the 120 × 20 goal for all women is overly 
ambitious, the aggregate outcomes mask the diversity in progress at the country level. We 
identified countries with accelerated progress, that provide inspiration and guidance on 
how to increase the use of family planning and inform future efforts, especially in countries 
where progress has been poor. 
Funding 
The Bill & Melinda Gates Foundation, through grant support to the University of 
Massachusetts Amherst and Avenir Health. 
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The New England Journal of Medicine (1 March 2018, Vol. 378, No. 9) 
 
Adjunctive Glucocorticoid Therapy in Patients with Septic Shock 
Balasubramanian Venkatesh, Simon Finfer, Jeremy Cohen, et al. 
N Engl J Med 2018; 378:797-808 March 1, 2018. DOI: 10.1056/NEJMoa1705835 
http://www.nejm.org/doi/full/10.1056/NEJMoa1705835 
 
Abstract 
Background 
Whether hydrocortisone reduces mortality among patients with septic shock is unclear. 
Methods 
We randomly assigned patients with septic shock who were undergoing mechanical 
ventilation to receive hydrocortisone (at a dose of 200 mg per day) or placebo for 7 days or 
until death or discharge from the intensive care unit (ICU), whichever came first. The 
primary outcome was death from any cause at 90 days. 
Results 
From March 2013 through April 2017, a total of 3800 patients underwent randomization. 
Status with respect to the primary outcome was ascertained in 3658 patients (1832 of 
whom had been assigned to the hydrocortisone group and 1826 to the placebo group). At 
90 days, 511 patients (27.9%) in the hydrocortisone group and 526 (28.8%) in the placebo 
group had died (odds ratio, 0.95; 95% confidence interval [CI], 0.82 to 1.10; P=0.50). The 
effect of the trial regimen was similar in six prespecified subgroups. Patients who had been 
assigned to receive hydrocortisone had faster resolution of shock than those assigned to 
the placebo group (median duration, 3 days [interquartile range, 2 to 5] vs. 4 days 
[interquartile range, 2 to 9]; hazard ratio, 1.32; 95% CI, 1.23 to 1.41; P<0.001). Patients in 
the hydrocortisone group had a shorter duration of the initial episode of mechanical 
ventilation than those in the placebo group (median, 6 days [interquartile range, 3 to 18] 
vs. 7 days [interquartile range, 3 to 24]; hazard ratio, 1.13; 95% CI, 1.05 to 1.22; P<0.001), 
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but taking into account episodes of recurrence of ventilation, there were no significant 
differences in the number of days alive and free from mechanical ventilation. Fewer 
patients in the hydrocortisone group than in the placebo group received a blood 
transfusion (37.0% vs. 41.7%; odds ratio, 0.82; 95% CI, 0.72 to 0.94; P=0.004). There 
were no significant between-group differences with respect to mortality at 28 days, the rate 
of recurrence of shock, the number of days alive and out of the ICU, the number of days 
alive and out of the hospital, the recurrence of mechanical ventilation, the rate of renal-
replacement therapy, and the incidence of new-onset bacteremia or fungemia. 
Conclusions 
Among patients with septic shock undergoing mechanical ventilation, a continuous infusion 
of hydrocortisone did not result in lower 90-day mortality than placebo. (Funded by the 
National Health and Medical Research Council of Australia and others; ADRENAL 
ClinicalTrials.gov number, NCT01448109.) 
________________________________________________________________________ 

 
Hydrocortisone plus Fludrocortisone for Adults with Septic Shock 
Djillali Annane, Alain Renault, Christian Brun-Buisson, et al. 
N Engl J Med 2018; 378:809-818. March 1, 2018. DOI: 10.1056/NEJMoa1705716 
http://www.nejm.org/doi/full/10.1056/NEJMoa1705716 
 
Abstract 
Background 
Septic shock is characterized by dysregulation of the host response to infection, with 
circulatory, cellular, and metabolic abnormalities. We hypothesized that therapy with 
hydrocortisone plus fludrocortisone or with drotrecogin alfa (activated), which can 
modulate the host response, would improve the clinical outcomes of patients with septic 
shock. 
Methods 
In this multicenter, double-blind, randomized trial with a 2-by-2 factorial design, we 
evaluated the effect of hydrocortisone-plus-fludrocortisone therapy, drotrecogin alfa 
(activated), the combination of the three drugs, or their respective placebos. The primary 
outcome was 90-day all-cause mortality. Secondary outcomes included mortality at 
intensive care unit (ICU) discharge and hospital discharge and at day 28 and day 180 and 
the number of days alive and free of vasopressors, mechanical ventilation, or organ failure. 
After drotrecogin alfa (activated) was withdrawn from the market, the trial continued with a 
two-group parallel design. The analysis compared patients who received hydrocortisone 
plus fludrocortisone with those who did not (placebo group). 
Results 
Among the 1241 patients included in the trial, the 90-day mortality was 43.0% (264 of 614 
patients) in the hydrocortisone-plus-fludrocortisone group and 49.1% (308 of 627 patients) 
in the placebo group (P=0.03). The relative risk of death in the hydrocortisone-plus-
fludrocortisone group was 0.88 (95% confidence interval, 0.78 to 0.99). Mortality was 
significantly lower in the hydrocortisone-plus-fludrocortisone group than in the placebo 
group at ICU discharge (35.4% vs. 41.0%, P=0.04), hospital discharge (39.0% vs. 45.3%, 
P=0.02), and day 180 (46.6% vs. 52.5%, P=0.04) but not at day 28 (33.7% and 38.9%, 
respectively; P=0.06). The number of vasopressor-free days to day 28 was significantly 
higher in the hydrocortisone-plus-fludrocortisone group than in the placebo group (17 vs. 
15 days, P<0.001), as was the number of organ-failure–free days (14 vs. 12 days, 
P=0.003). The number of ventilator-free days was similar in the two groups (11 days in the 
hydrocortisone-plus-fludrocortisone group and 10 in the placebo group, P=0.07). The rate 
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of serious adverse events did not differ significantly between the two groups, but 
hyperglycemia was more common in hydrocortisone-plus-fludrocortisone group. 
Conclusions 
In this trial involving patients with septic shock, 90-day all-cause mortality was lower 
among those who received hydrocortisone plus fludrocortisone than among those who 
received placebo. (Funded by Programme Hospitalier de Recherche Clinique 2007 of the 
French Ministry of Social Affairs and Health; APROCCHSS ClinicalTrials.gov number, 
NCT00625209.) 
________________________________________________________________________ 

 

Balanced Crystalloids versus Saline in Noncritically Ill Adults 
Wesley H. Self, Matthew W. Semler, Jonathan P. Wanderer,  
N Engl J Med 2018; 378:819-828. March 1, 2018. DOI: 10.1056/NEJMoa1711586 
http://www.nejm.org/doi/full/10.1056/NEJMoa1711586 
 
Abstract 
Background 
Comparative clinical effects of balanced crystalloids and saline are uncertain, particularly 
in noncritically ill patients cared for outside an intensive care unit (ICU). 
Methods 
We conducted a single-center, pragmatic, multiple-crossover trial comparing balanced 
crystalloids (lactated Ringer’s solution or Plasma-Lyte A) with saline among adults who 
were treated with intravenous crystalloids in the emergency department and were 
subsequently hospitalized outside an ICU. The type of crystalloid that was administered in 
the emergency department was assigned to each patient on the basis of calendar month, 
with the entire emergency department crossing over between balanced crystalloids and 
saline monthly during the 16-month trial. The primary outcome was hospital-free days 
(days alive after discharge before day 28). Secondary outcomes included major adverse 
kidney events within 30 days — a composite of death from any cause, new renal-
replacement therapy, or persistent renal dysfunction (defined as an elevation of the 
creatinine level to ≥200% of baseline) — all censored at hospital discharge or 30 days, 
whichever occurred first. 
Results 
A total of 13,347 patients were enrolled, with a median crystalloid volume administered in 
the emergency department of 1079 ml and 88.3% of the patients exclusively receiving the 
assigned crystalloid. The number of hospital-free days did not differ between the balanced-
crystalloids and saline groups (median, 25 days in each group; adjusted odds ratio with 
balanced crystalloids, 0.98; 95% confidence interval [CI], 0.92 to 1.04; P=0.41). Balanced 
crystalloids resulted in a lower incidence of major adverse kidney events within 30 days 
than saline (4.7% vs. 5.6%; adjusted odds ratio, 0.82; 95% CI, 0.70 to 0.95; P=0.01). 
Conclusions 
Among noncritically ill adults treated with intravenous fluids in the emergency department, 
there was no difference in hospital-free days between treatment with balanced crystalloids 
and treatment with saline. (Funded by the Vanderbilt Institute for Clinical and Translational 
Research and others; SALT-ED ClinicalTrials.gov number, NCT02614040.) 
________________________________________________________________________ 

 

Balanced Crystalloids versus Saline in Critically Ill Adults 
Matthew W. Semler, Wesley H. Self, Jonathan P. Wanderer, et al. 
N Engl J Med 2018; 378:829-839. March 1, 2018. DOI: 10.1056/NEJMoa1711584 

http://www.nejm.org/doi/full/10.1056/NEJMoa1711586
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http://www.nejm.org/doi/full/10.1056/NEJMoa1711584 
 
Abstract 
Background 
Both balanced crystalloids and saline are used for intravenous fluid administration in 
critically ill adults, but it is not known which results in better clinical outcomes. 
Methods 
In a pragmatic, cluster-randomized, multiple-crossover trial conducted in five intensive 
care units at an academic center, we assigned 15,802 adults to receive saline (0.9% 
sodium chloride) or balanced crystalloids (lactated Ringer’s solution or Plasma-Lyte A) 
according to the randomization of the unit to which they were admitted. The primary 
outcome was a major adverse kidney event within 30 days — a composite of death from 
any cause, new renal-replacement therapy, or persistent renal dysfunction (defined as an 
elevation of the creatinine level to ≥200% of baseline) — all censored at hospital discharge 
or 30 days, whichever occurred first. 
Results 
Among the 7942 patients in the balanced-crystalloids group, 1139 (14.3%) had a major 
adverse kidney event, as compared with 1211 of 7860 patients (15.4%) in the saline group 
(marginal odds ratio, 0.91; 95% confidence interval [CI], 0.84 to 0.99; conditional odds 
ratio, 0.90; 95% CI, 0.82 to 0.99; P=0.04). In-hospital mortality at 30 days was 10.3% in 
the balanced-crystalloids group and 11.1% in the saline group (P=0.06). The incidence of 
new renal-replacement therapy was 2.5% and 2.9%, respectively (P=0.08), and the 
incidence of persistent renal dysfunction was 6.4% and 6.6%, respectively (P=0.60). 
Conclusions 
Among critically ill adults, the use of balanced crystalloids for intravenous fluid 
administration resulted in a lower rate of the composite outcome of death from any cause, 
new renal-replacement therapy, or persistent renal dysfunction than the use of saline. 
(Funded by the Vanderbilt Institute for Clinical and Translational Research and others; 
SMART-MED and SMART-SURG ClinicalTrials.gov numbers, NCT02444988 and 
NCT02547779.) 
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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/ 
 

http://www.nejm.org/doi/full/10.1056/NEJMoa1711584
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/
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If you have not already registered for an NHS Athens 
Account, please register at: 
 
NB: It is recommended that you register on a Trust 
(NHS) PC for speedy confirmation of your username 
and password. Once registered, your account can be 
accessed from any device with online access. 

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

________________________________________________________________________ 

Library News 
________________________________________________________________________ 

 

ClinicalKey 

 

 

ClinicalKey is a clinical search engine that makes it easier for clinicians and other 
healthcare professionals to find and apply relevant knowledge to help them make better 
decisions – anywhere, anytime, in any patient scenario. 
 
Includes full-text journals, book chapters, images, graphs, monographs, videos and much 
more. Many available for download. 
 
Access it via our website: http://www.derbyhospitalslibrary.co.uk/e-resources 
________________________________________________________________________ 

 

Library Training Programme 2018 

The Library & Knowledge Service will be offering the 

following training sessions in 2018: 

 

  

https://openathens.nice.org.uk/
https://openathens.nice.org.uk/
http://www.derbyhospitalslibrary.co.uk/e-resources
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 Evidence-based Resources  

 Literature Searching  

 Critical Appraisal: An Introduction  

 Reflective Writing  

 Undertaking Randomised Controlled Trials (RCT) 

Research: study design basics and critical appraisal   

 EndNote Reference Management System 

 Establishing a Journal Club       

 
 
 
 
 
For more information please go to the Training pages on our website, 
http://www.derbyhospitalslibrary.co.uk/training, or email 
suzanne.toft@nhs.net 
________________________________________________________________________ 

 
 

    

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

http://www.derbyhospitalslibrary.co.uk/training
mailto:suzanne.toft@nhs.net
http://www.derbyhospitalslibrary.co.uk/e-learning
http://www.derbyhospitalslibrary.co.uk/e-learning
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The Library and Knowledge Service now has full-text access to BMJ Case Reports. "Case 
Reports is a unique & growing repository for all healthcare professionals & researchers to 
submit, search & view case reports in all disciplines."  

 
BMJ Case Reports can be access here: http://casereports.bmj.com. Click on Login via 
OpenAthens on the right hand side to log in. 
 
Guidance for authors can be found at:  
http://casereports.bmj.com/site/about/guidelines.xhtml 
 
If you wish to submit a case report, the institutional fellowship code is 4315973. An 
additional fee needs to be paid by the author if s/he wishes to make their submission open 
access. Details can be found within the guidance. 
________________________________________________________________________ 
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Email:   dhft.libraryca@nhs.net 
 
Twitter:   Follow us on Twitter @DHFTLibrary 
 
Website:  www.derbyhospitalslibrary.co.uk/ 
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