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BMJ (21 July 2018, Vol. 362, No. 8162)  
 
Mortality due to cirrhosis and liver cancer in the United States, 1999-2016: 
Observational study 
Elliot B Tapper, Neehar D Parikh 
BMJ 2018; 362 (Published 18 July 2018) 
https://www.bmj.com/content/362/bmj.k2817 
 
Abstract 
Objective To describe liver disease related mortality in the United States during 1999-
2016 by age group, sex, race, cause of liver disease, and geographic region. 
Design Observational cohort study. 
Setting Death certificate data from the Vital Statistics Cooperative, and population data 
from the US Census Bureau compiled by the Center for Disease Control and Prevention’s 
Wide-ranging Online Data for Epidemiologic Research (1999-2016). 
Participants US residents. 
Main outcome measure Deaths from cirrhosis and hepatocellular carcinoma, with trends 
evaluated using joinpoint regression. 
Results From 1999 to 2016 in the US annual deaths from cirrhosis increased by 65%, to 
34 174, while annual deaths from hepatocellular carcinoma doubled to 11 073. Only one 
subgroup—Asians and Pacific Islanders—experienced an improvement in mortality from 
hepatocellular carcinoma: the death rate decreased by 2.7% (95% confidence interval 
2.2% to 3.3%, P<0.001) per year. Annual increases in cirrhosis related mortality were most 
pronounced for Native Americans (designated as “American Indians” in the census 
database) (4.0%, 2.2% to 5.7%, P=0.002). The age adjusted death rate due to 
hepatocellular carcinoma increased annually by 2.1% (1.9% to 2.3%, P<0.001); deaths 
due to cirrhosis began increasing in 2009 through 2016 by 3.4% (3.1% to 3.8%, P<0.001). 
During 2009-16 people aged 25-34 years experienced the highest average annual 
increase in cirrhosis related mortality (10.5%, 8.9% to 12.2%, P<0.001), driven entirely by 
alcohol related liver disease. During this period, mortality due to peritonitis and sepsis in 
the setting of cirrhosis increased substantially, with respective annual increases of 6.1% 
(3.9% to 8.2%) and 7.1% (6.1% to 8.4%). Only one state, Maryland, showed 
improvements in mortality (−1.2%, −1.7% to −0.7% per year), while many, concentrated in 
the south and west, observed disproportionate annual increases: Kentucky 6.8% (5.1% to 
8.5%), New Mexico 6.0% (4.1% to 7.9%), Arkansas 5.7% (3.9% to 7.6%), Indiana 5.0% 
(3.8% to 6.1%), and Alabama 5.0% (3.2% to 6.8%). No state showed improvements in 
hepatocellular carcinoma related mortality, while Arizona (5.1%, 3.7% to 6.5%) and 
Kansas (4.3%, 2.8% to 5.8%) experienced the most severe annual increases. 
Conclusions Mortality due to cirrhosis has been increasing in the US since 2009. Driven 
by deaths due to alcoholic cirrhosis, people aged 25-34 have experienced the greatest 
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relative increase in mortality. White Americans, Native Americans, and Hispanic 
Americans experienced the greatest increase in deaths from cirrhosis. Mortality due to 
cirrhosis is improving in Maryland but worst in Kentucky, New Mexico, and Arkansas. The 
rapid increase in death rates among young people due to alcohol highlight new challenges 
for optimal care of patients with preventable liver disease. 
________________________________________________________________________ 

 
Sulfonylureas as second line drugs in type 2 diabetes and the risk of cardiovascular 
and hypoglycaemic events: Population based cohort study 
Antonios Douros, Sophie Dell’Aniello, Oriana Hoi Yun Yu, et al. 
BMJ 2018; 362 (Published 18 July 2018) 
https://www.bmj.com/content/362/bmj.k2693 
 
Abstract 
Objective To assess whether adding or switching to sulfonylureas is associated with an 
increased risk of myocardial infarction, ischaemic stroke, cardiovascular death, all cause 
mortality, and severe hypoglycaemia, compared with remaining on metformin 
monotherapy in patients with type 2 diabetes. 
Design Population based cohort study. 
Setting General practices contributing data to the UK Clinical Practice Research Datalink. 
Participants Patients with type 2 diabetes initiating metformin monotherapy between 1998 
and 2013. 
Main outcome measures Using the prevalent new-user cohort design we matched 1:1 
patients adding or switching to sulfonylureas with those remaining on metformin 
monotherapy on high-dimensional propensity score, haemoglobin A1c, and number of 
previous metformin prescriptions. The two groups were compared using Cox proportional 
hazards models to estimate adjusted hazard ratios and 95% confidence intervals for the 
study outcomes. 
Results Among 77 138 metformin initiators, 25 699 added or switched to sulfonylureas 
during the study period. During a mean follow-up of 1.1 years, sulfonylureas were 
associated with an increased risk of myocardial infarction (incidence rate 7.8 v 6.2 per 
1000 person years, hazard ratio 1.26, 95% confidence interval 1.01 to 1.56), all cause 
mortality (27.3 v 21.5, 1.28, 1.15 to 1.44), and severe hypoglycaemia (5.5 v 0.7, 7.60, 4.64 
to 12.44) compared with continuing metformin monotherapy. There was a trend towards 
increased risks of ischaemic stroke (6.7 v 5.5, 1.24, 0.99 to 1.56) and cardiovascular death 
(9.4 v 8.1, 1.18, 0.98 to 1.43). Compared with adding sulfonylureas, switching to 
sulfonylureas was associated with an increased risk of myocardial infarction (hazard ratio 
1.51, 95% confidence interval, 1.03 to 2.24) and all-cause mortality (1.23, 1.00 to 1.50). No 
differences were observed for ischaemic stroke, cardiovascular death, or severe 
hypoglycaemia. 
Conclusions Sulfonylureas as second line drugs are associated with an increased risk of 
myocardial infarction, all cause mortality, and severe hypoglycaemia, compared with 
remaining on metformin monotherapy. Continuing metformin when introducing 
sulfonylureas appears to be safer than switching. 
________________________________________________________________________ 

 
Subacromial decompression versus diagnostic arthroscopy for shoulder 
impingement: Randomised, placebo surgery controlled clinical trial 
Mika Paavola, Antti Malmivaara, Simo Taimela, et al. 
BMJ 2018; 362 (Published 19 July 2018) 
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https://www.bmj.com/content/362/bmj.k2860 
 
Abstract 
Objective To assess the efficacy of arthroscopic subacromial decompression (ASD) by 
comparing it with diagnostic arthroscopy, a placebo surgical intervention, and with a non-
operative alternative, exercise therapy, in a more pragmatic setting. 
Design Multicentre, three group, randomised, double blind, sham controlled trial. 
Setting Orthopaedic departments at three public hospitals in Finland. 
Participants 210 patients with symptoms consistent with shoulder impingement 
syndrome, enrolled from 1 February 2005 with two year follow-up completed by 25 June 
2015. 
Interventions ASD, diagnostic arthroscopy (placebo control), and exercise therapy. 
Main outcome measures Shoulder pain at rest and on arm activity (visual analogue scale 
(VAS) from 0 to 100, with 0 denoting no pain), at 24 months. The threshold for minimal 
clinically important difference was set at 15. 
Results In the primary intention to treat analysis (ASD versus diagnostic arthroscopy), no 
clinically relevant between group differences were seen in the two primary outcomes at 24 
months (mean change for ASD 36.0 at rest and 55.4 on activity; for diagnostic arthroscopy 
31.4 at rest and 47.5 on activity). The observed mean difference between groups (ASD 
minus diagnostic arthroscopy) in pain VAS were −4.6 (95% confidence interval −11.3 to 
2.1) points (P=0.18) at rest and −9.0 (−18.1 to 0.2) points (P=0.054) on arm activity. No 
between group differences were seen between the ASD and diagnostic arthroscopy 
groups in the secondary outcomes or adverse events. In the secondary comparison (ASD 
versus exercise therapy), statistically significant differences were found in favour of ASD in 
the two primary outcomes at 24 months in both VAS at rest (−7.5, −14.0 to −1.0, points; 
P=0.023) and VAS on arm activity (−12.0, −20.9 to −3.2, points; P=0.008), but the mean 
differences between groups did not exceed the pre-specified minimal clinically important 
difference. Of note, this ASD versus exercise therapy comparison is not only confounded 
by lack of blinding but also likely to be biased in favour of ASD owing to the selective 
removal of patients with likely poor outcome from the ASD group, without comparable 
exclusions from the exercise therapy group. 
Conclusions In this controlled trial involving patients with a shoulder impingement 
syndrome, arthroscopic subacromial decompression provided no benefit over diagnostic 
arthroscopy at 24 months. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (24-31 July 2018, Vol. 320, No. 4) 
 
Effect of Escitalopram vs Placebo Treatment for Depression on Long-term Cardiac 
Outcomes in Patients With Acute Coronary Syndrome: A Randomized Clinical Trial 
Jae-Min Kim, Robert Stewart, Yong-Seong Lee, et al. 
JAMA.  2018; 320 (4): 350-358.  
https://jamanetwork.com/journals/jama/article-abstract/2688569 
 
Abstract  
Importance Depression has been associated with poorer medical outcomes in acute 
coronary syndrome (ACS), but there are few data on the effects of antidepressant 
treatment on long-term prognosis. 
Objective To investigate the effect on long-term major adverse cardiac events (MACE) of 
escitalopram treatment of depression in patients with recent ACS. 
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Design, Setting, and Participants  Randomized, double-blind, placebo-controlled trial 
conducted among 300 patients with recent ACS and depression enrolled from May 2007 to 
March 2013, with follow-up completed in June 2017, at Chonnam National University 
Hospital, Gwangju, South Korea. 
Interventions Patients were randomly assigned to receive either escitalopram in flexible 
dosages of 5, 10, 15, or 20 mg/d (n = 149) or matched placebo (n = 151) for 24 weeks. 
Main Outcomes and Measures  The primary outcome was MACE, a composite of all-
cause mortality, myocardial infarction (MI), and percutaneous coronary intervention (PCI). 
Four secondary outcomes were the individual MACE components of all-cause mortality, 
cardiac death, MI, and PCI. Cox proportional hazards models were used to compare the 
escitalopram and placebo groups by time to first MACE. 
Results Among 300 randomized patients (mean age, 60 years; 119 women [39.3%]), 
100% completed a median of 8.1 (interquartile range, 7.5-9.0) years of follow-up. MACE 
occurred in 61 patients (40.9%) receiving escitalopram and in 81 (53.6%) receiving 
placebo (hazard ratio [HR], 0.69; 95% CI, 0.49-0.96; P = .03). Comparing individual MACE 
outcomes between the escitalopram and placebo groups, respectively, incidences for all-
cause mortality were 20.8% vs 24.5% (HR, 0.82; 95% CI, 0.51-1.33; P = .43), for cardiac 
death, 10.7% vs 13.2% (HR, 0.79; 95% CI, 0.41-1.52; P = .48); for MI, 8.7% vs 15.2% (HR, 
0.54; 95% CI, 0.27-0.96; P = .04), and for PCI, 12.8% vs 19.9% (HR, 0.58; 95% CI, 0.33-
1.04; P = .07). 
Conclusions and Relevance Among patients with depression following recent acute 
coronary syndrome, 24-week treatment with escitalopram compared with placebo resulted 
in a lower risk of major adverse cardiac events after a median of 8.1 years. Further 
research is needed to assess the generalizability of these findings. 
________________________________________________________________________ 

 
Association Between the New York Sepsis Care Mandate and In-Hospital Mortality 
for Pediatric Sepsis 
Idris V. R. Evans, Gary S. Phillips, Elizabeth R. Alpern, et al.  
JAMA.  2018; 320 (4): 358-367.  
https://jamanetwork.com/journals/jama/article-abstract/2688568 
 
Abstract  
Importance The death of a pediatric patient with sepsis motivated New York to mandate 
statewide sepsis treatment in 2013. The mandate included a 1-hour bundle of blood 
cultures, broad-spectrum antibiotics, and a 20-mL/kg intravenous fluid bolus. Whether 
completing the bundle elements within 1 hour improves outcomes is unclear. 
Objective To determine the risk-adjusted association between completing the 1-hour 
pediatric sepsis bundle and individual bundle elements with in-hospital mortality. 
Design, Settings, and Participants Statewide cohort study conducted from April 1, 2014, 
to December 31, 2016, in emergency departments, inpatient units, and intensive care units 
across New York State. A total of 1179 patients aged 18 years and younger with sepsis 
and septic shock reported to the New York State Department of Health who had a sepsis 
protocol initiated were included. 
Exposures Completion of a 1-hour sepsis bundle within 1 hour compared with not 
completing the 1-hour sepsis bundle within 1 hour. 
Main Outcomes and Measures Risk-adjusted in-hospital mortality. 
Results Of 1179 patients with sepsis reported at 54 hospitals (mean [SD] age, 7.2 [6.2] 
years; male, 54.2%; previously healthy, 44.5%; diagnosed as having shock, 68.8%), 139 
(11.8%) died. The entire sepsis bundle was completed in 1 hour in 294 patients (24.9%). 
Antibiotics were administered to 798 patients (67.7%), blood cultures were obtained in 740 
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patients (62.8%), and the fluid bolus was completed in 548 patients (46.5%) within 1 hour. 
Completion of the entire bundle within 1 hour was associated with lower risk-adjusted odds 
of in-hospital mortality (odds ratio [OR], 0.59 [95% CI, 0.38 to 0.93], P = .02; predicted risk 
difference [RD], 4.0% [95% CI, 0.9% to 7.0%]). However, completion of each individual 
bundle element within 1 hour was not significantly associated with lower risk-adjusted 
mortality (blood culture: OR, 0.73 [95% CI, 0.51 to 1.06], P = .10; RD, 2.6% [95% CI, 
−0.5% to 5.7%]; antibiotics: OR, 0.78 [95% CI, 0.55 to 1.12], P = .18; RD, 2.1% [95% CI, 
−1.1% to 5.2%], and fluid bolus: OR, 0.88 [95% CI, 0.56 to 1.37], P = .56; RD, 1.1% [95% 
CI, −2.6% to 4.8%]). 
Conclusions and Relevance In New York State following a mandate for sepsis care, 
completion of a sepsis bundle within 1 hour compared with not completing the 1-hour 
sepsis bundle within 1 hour was associated with lower risk-adjusted in-hospital mortality 
among patients with pediatric sepsis and septic shock. 

Back to Contents 
________________________________________________________________________ 

 

The Lancet (21 July 2018, Vol. 392, No. 10143) 
 
Outbreak of Ebola virus disease in the Democratic Republic of the Congo, April–
May, 2018: An epidemiological study 
The Ebola Outbreak Epidemiology Team 
The Lancet: Volume 392, No. 10143, p213–221, 21 July 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31387-4/fulltext 
 
Summary 
Background 
On May 8, 2018, the Government of the Democratic Republic of the Congo reported an 
outbreak of Ebola virus disease in Équateur Province in the northwest of the country. The 
remoteness of most affected communities and the involvement of an urban centre 
connected to the capital city and neighbouring countries makes this outbreak the most 
complex and high risk ever experienced by the Democratic Republic of the Congo. We 
provide early epidemiological information arising from the ongoing investigation of this 
outbreak. 
Methods 
We classified cases as suspected, probable, or confirmed using national case definitions 
of the Democratic Republic of the Congo Ministère de la Santé Publique. We investigated 
all cases to obtain demographic characteristics, determine possible exposures, describe 
signs and symptoms, and identify contacts to be followed up for 21 days. We also 
estimated the reproduction number and projected number of cases for the 4-week period 
from May 25, to June 21, 2018. 
Findings 
As of May 30, 2018, 50 cases (37 confirmed, 13 probable) of Zaire ebolavirus were 
reported in the Democratic Republic of the Congo. 21 (42%) were reported in Bikoro, 25 
(50%) in Iboko, and four (8%) in Wangata health zones. Wangata is part of Mbandaka, the 
urban capital of Équateur Province, which is connected to major national and international 
transport routes. By May 30, 2018, 25 deaths from Ebola virus disease had been reported, 
with a case fatality ratio of 56% (95% CI 39–72) after adjustment for censoring. This case 
fatality ratio is consistent with estimates for the 2014–16 west African Ebola virus disease 
epidemic (p=0·427). The median age of people with confirmed or probable infection was 
40 years (range 8–80) and 30 (60%) were male. The most commonly reported signs and 
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symptoms in people with confirmed or probable Ebola virus disease were fever (40 [95%] 
of 42 cases), intense general fatigue (37 [90%] of 41 cases), and loss of appetite (37 
[90%] of 41 cases). Gastrointestinal symptoms were frequently reported, and 14 (33%) of 
43 people reported haemorrhagic signs. Time from illness onset and hospitalisation to 
sample testing decreased over time. By May 30, 2018, 1458 contacts had been identified, 
of which 746 (51%) remained under active follow-up. The estimated reproduction number 
was 1·03 (95% credible interval 0·83–1·37) and the cumulative case incidence for the 
outbreak by June 21, 2018, is projected to be 78 confirmed cases (37–281), assuming 
heterogeneous transmissibility. 
Interpretation 
The ongoing Ebola virus outbreak in the Democratic Republic of the Congo has similar 
epidemiological features to previous Ebola virus disease outbreaks. Early detection, rapid 
patient isolation, contact tracing, and the ongoing vaccination programme should 
sufficiently control the outbreak. The forecast of the number of cases does not exceed the 
current capacity to respond if the epidemiological situation does not change. The 
information presented, although preliminary, has been essential in guiding the ongoing 
investigation and response to this outbreak. 
________________________________________________________________________ 

 
Baricitinib for systemic lupus erythematosus: A double-blind, randomised, placebo-
controlled, phase 2 trial 
Daniel J Wallace, Richard A Furie, Yoshiya Tanaka, et al. 
The Lancet: Volume 392, No. 10143, p222–231, 21 July 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31363-1/fulltext 
 
Summary 
Background 
Patients with systemic lupus erythematosus have substantial unmet medical need. 
Baricitinib is an oral selective Janus kinase (JAK)1 and JAK2 inhibitor that we 
hypothesised might have therapeutic benefit in patients with systemic lupus 
erythematosus. 
Methods 
In this double-blind, multicentre, randomised, placebo-controlled, 24-week phase 2 study, 
patients were recruited from 78 centres in 11 countries. Eligible patients were aged 18 
years or older, had a diagnosis of systemic lupus erythematosus, and had active disease 
involving skin or joints. We randomly assigned patients (1:1:1) to receive once-daily 
baricitinib 2 mg, baricitinib 4 mg, or placebo for 24 weeks. The primary endpoint was the 
proportion of patients achieving resolution of arthritis or rash at week 24, as defined by 
Systemic Lupus Erythematosus Disease Activity Index-2000 (SLEDAI-2K). Efficacy and 
safety analyses included all patients who received at least one dose of study drug. This 
study is registered with ClinicalTrials.gov, number NCT02708095. 
Findings 
Between March 24, 2016, and April 27, 2017, 314 patients were randomly assigned to 
receive placebo (n=105), baricitinib 2 mg (n=105), or baricitinib 4 mg (n=104). At week 24, 
resolution of SLEDAI-2K arthritis or rash was achieved by 70 (67%) of 104 patients 
receiving baricitinib 4 mg (odds ratio [OR] vs placebo 1·8, 95% CI 1·0–3·3; p=0·0414) and 
61 (58%) of 105 patients receiving baricitinib 2 mg (OR 1·3, 0·7–2·3; p=0·39). Adverse 
events were reported in 68 (65%) patients in the placebo group, 75 (71%) patients in the 
baricitinib 2 mg group, and 76 (73%) patients in the baricitinib 4 mg group. Serious 
adverse events were reported in ten (10%) patients receiving baricitinib 4 mg, 11 (10%) 
receiving baricitinib 2 mg, and five (5%) receiving placebo; no deaths were reported. 
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Serious infections were reported in six (6%) patients with baricitinib 4 mg, two (2%) with 
baricitinib 2 mg, and one (1%) with placebo. 
Interpretation 
The baricitinib 4 mg dose, but not the 2 mg dose, significantly improved the signs and 
symptoms of active systemic lupus erythematosus in patients who were not adequately 
controlled despite standard of care therapy, with a safety profile consistent with previous 
studies of baricitinib. This study provides the foundation for future phase 3 trials of JAK1/2 
inhibition with baricitinib as a new potential oral therapy for systemic lupus erythematosus. 
________________________________________________________________________ 

 
Evaluation of a mosaic HIV-1 vaccine in a multicentre, randomised, double-blind, 
placebo-controlled, phase 1/2a clinical trial (APPROACH) and in rhesus monkeys 
(NHP 13-19) 
Dan H Barouch, Frank L Tomaka, Frank Wegmann, et al. 
The Lancet: Volume 392, No. 10143, p232–243, 21 July 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31364-3/fulltext 
 
Summary 
Background 
More than 1·8 million new cases of HIV-1 infection were diagnosed worldwide in 2016. No 
licensed prophylactic HIV-1 vaccine exists. A major limitation to date has been the lack of 
direct comparability between clinical trials and preclinical studies. We aimed to evaluate 
mosaic adenovirus serotype 26 (Ad26)-based HIV-1 vaccine candidates in parallel studies 
in humans and rhesus monkeys to define the optimal vaccine regimen to advance into 
clinical efficacy trials. 
Methods 
We conducted a multicentre, randomised, double-blind, placebo-controlled phase 1/2a trial 
(APPROACH). Participants were recruited from 12 clinics in east Africa, South Africa, 
Thailand, and the USA. We included healthy, HIV-1-uninfected participants (aged 18–50 
years) who were considered at low risk for HIV-1 infection. We randomly assigned 
participants to one of eight study groups, stratified by region. Participants and investigators 
were blinded to the treatment allocation throughout the study. We primed participants at 
weeks 0 and 12 with Ad26.Mos.HIV (5 × 1010 viral particles per 0·5 mL) expressing mosaic 
HIV-1 envelope (Env)/Gag/Pol antigens and gave boosters at weeks 24 and 48 with 
Ad26.Mos.HIV or modified vaccinia Ankara (MVA; 108 plaque-forming units per 0·5 mL) 
vectors with or without high-dose (250 μg) or low-dose (50 μg) aluminium adjuvanted 
clade C Env gp140 protein. Those in the control group received 0·9% saline. All study 
interventions were administered intramuscularly. Primary endpoints were safety and 
tolerability of the vaccine regimens and Env-specific binding antibody responses at week 
28. Safety and immunogenicity were also assessed at week 52. All participants who 
received at least one vaccine dose or placebo were included in the safety analysis; 
immunogenicity was analysed using the per-protocol population. We also did a parallel 
study in rhesus monkeys (NHP 13-19) to assess the immunogenicity and protective 
efficacy of these vaccine regimens against a series of six repetitive, heterologous, 
intrarectal challenges with a rhesus peripheral blood mononuclear cell-derived challenge 
stock of simian-human immunodeficiency virus (SHIV-SF162P3). The APPROACH trial is 
registered with ClinicalTrials.gov, number NCT02315703. 
Findings 
Between Feb 24, 2015, and Oct 16, 2015, we randomly assigned 393 participants to 
receive at least one dose of study vaccine or placebo in the APPROACH trial. All vaccine 
regimens demonstrated favourable safety and tolerability. The most commonly reported 
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solicited local adverse event was mild-to-moderate pain at the injection site (varying from 
69% to 88% between the different active groups vs 49% in the placebo group). Five (1%) 
of 393 participants reported at least one grade 3 adverse event considered related to the 
vaccines: abdominal pain and diarrhoea (in the same participant), increased aspartate 
aminotransferase, postural dizziness, back pain, and malaise. The mosaic Ad26/Ad26 plus 
high-dose gp140 boost vaccine was the most immunogenic in humans; it elicited Env-
specific binding antibody responses (100%) and antibody-dependent cellular phagocytosis 
responses (80%) at week 52, and T-cell responses at week 50 (83%). We also randomly 
assigned 72 rhesus monkeys to receive one of five different vaccine regimens or placebo 
in the NHP 13-19 study. Ad26/Ad26 plus gp140 boost induced similar magnitude, 
durability, and phenotype of immune responses in rhesus monkeys as compared with 
humans and afforded 67% protection against acquisition of SHIV-SF162P3 infection (two-
sided Fisher's exact test p=0·007). Env-specific ELISA and enzyme-linked immunospot 
assay responses were the principal immune correlates of protection against SHIV 
challenge in monkeys. 
Interpretation 
The mosaic Ad26/Ad26 plus gp140 HIV-1 vaccine induced comparable and robust 
immune responses in humans and rhesus monkeys, and it provided significant protection 
against repetitive heterologous SHIV challenges in rhesus monkeys. This vaccine concept 
is currently being evaluated in a phase 2b clinical efficacy study in sub-Saharan Africa 
(NCT03060629). 

Back to Contents 
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The New England Journal of Medicine (19 July 2018, Vol. 379, No. 3) 
 
Clopidogrel and Aspirin in Acute Ischemic Stroke and High-Risk TIA 
S. Claiborne Johnston, J. Donald Easton, Mary Farrant, et al. for the Clinical Research 
Collaboration, Neurological Emergencies Treatment Trials Network, and the POINT 
Investigators 
N Engl J Med 2018; 379: 215-225 July 19, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1800410 
 
Abstract 
Background 
Combination antiplatelet therapy with clopidogrel and aspirin may reduce the rate of 
recurrent stroke during the first 3 months after a minor ischemic stroke or transient 
ischemic attack (TIA). A trial of combination antiplatelet therapy in a Chinese population 
has shown a reduction in the risk of recurrent stroke. We tested this combination in an 
international population. 
Methods 
In a randomized trial, we assigned patients with minor ischemic stroke or high-risk TIA to 
receive either clopidogrel at a loading dose of 600 mg on day 1, followed by 75 mg per 
day, plus aspirin (at a dose of 50 to 325 mg per day) or the same range of doses of aspirin 
alone. The dose of aspirin in each group was selected by the site investigator. The primary 
efficacy outcome in a time-to-event analysis was the risk of a composite of major ischemic 
events, which was defined as ischemic stroke, myocardial infarction, or death from an 
ischemic vascular event, at 90 days. 
Results 
A total of 4881 patients were enrolled at 269 international sites. The trial was halted after 
84% of the anticipated number of patients had been enrolled because the data and safety 
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monitoring board had determined that the combination of clopidogrel and aspirin was 
associated with both a lower risk of major ischemic events and a higher risk of major 
hemorrhage than aspirin alone at 90 days. Major ischemic events occurred in 121 of 2432 
patients (5.0%) receiving clopidogrel plus aspirin and in 160 of 2449 patients (6.5%) 
receiving aspirin plus placebo (hazard ratio, 0.75; 95% confidence interval [CI], 0.59 to 
0.95; P=0.02), with most events occurring during the first week after the initial event. Major 
hemorrhage occurred in 23 patients (0.9%) receiving clopidogrel plus aspirin and in 10 
patients (0.4%) receiving aspirin plus placebo (hazard ratio, 2.32; 95% CI, 1.10 to 4.87; 
P=0.02). 
Conclusions 
In patients with minor ischemic stroke or high-risk TIA, those who received a combination 
of clopidogrel and aspirin had a lower risk of major ischemic events but a higher risk of 
major hemorrhage at 90 days than those who received aspirin alone. 
________________________________________________________________________ 

 
A Phase 3 Trial of l-Glutamine in Sickle Cell Disease 
Yutaka Niihara, Scott T. Miller, Julie Kanter, et al. for the Investigators of the Phase 3 Trial 
of l-Glutamine in Sickle Cell Disease 
N Engl J Med 2018; 379: 226-235 July 19, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1715971 
 
Abstract 
Background 
Oxidative stress contributes to the complex pathophysiology of sickle cell disease. Oral 
therapy with pharmaceutical-grade l-glutamine (USAN, glutamine) has been shown to 
increase the proportion of the reduced form of nicotinamide adenine dinucleotides in sickle 
cell erythrocytes, which probably reduces oxidative stress and could result in fewer 
episodes of sickle cell–related pain. 
Methods 
In a multicenter, randomized, placebo-controlled, double-blind, phase 3 trial, we tested the 
efficacy of pharmaceutical-grade l-glutamine (0.3 g per kilogram of body weight per dose) 
administered twice daily by mouth, as compared with placebo, in reducing the incidence of 
pain crises among patients with sickle cell anemia or sickle β0-thalassemia and a history 
of two or more pain crises during the previous year. Patients who were receiving 
hydroxyurea at a dose that had been stable for at least 3 months before screening 
continued that therapy through the 48-week treatment period. 
Results 
A total of 230 patients (age range, 5 to 58 years; 53.9% female) were randomly assigned, 
in a 2:1 ratio, to receive l-glutamine (152 patients) or placebo (78 patients). The patients in 
the l-glutamine group had significantly fewer pain crises than those in the placebo group 
(P=0.005), with a median of 3.0 in the l-glutamine group and 4.0 in the placebo group. 
Fewer hospitalizations occurred in the l-glutamine group than in the placebo group 
(P=0.005), with a median of 2.0 in the l-glutamine group and 3.0 in the placebo group. Two 
thirds of the patients in both trial groups received concomitant hydroxyurea. Low-grade 
nausea, noncardiac chest pain, fatigue, and musculoskeletal pain occurred more 
frequently in the l-glutamine group than in the placebo group. 
Conclusions 
Among children and adults with sickle cell anemia, the median number of pain crises over 
48 weeks was lower among those who received oral therapy with l-glutamine, 
administered alone or with hydroxyurea, than among those who received placebo, with or 
without hydroxyurea.  

https://www.nejm.org/doi/full/10.1056/NEJMoa1715971
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Procalcitonin-Guided Use of Antibiotics for Lower Respiratory Tract Infection 
David T. Huang, Donald M. Yealy, Michael R. Filbin, et al. for the ProACT Investigators 
N Engl J Med 2018; 379: 236-249 July 19, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1802670 
 
Abstract 
Background 
The effect of procalcitonin-guided use of antibiotics on treatment for suspected lower 
respiratory tract infection is unclear. 
Methods 
In 14 U.S. hospitals with high adherence to quality measures for the treatment of 
pneumonia, we provided guidance for clinicians about national clinical practice 
recommendations for the treatment of lower respiratory tract infections and the 
interpretation of procalcitonin assays. We then randomly assigned patients who presented 
to the emergency department with a suspected lower respiratory tract infection and for 
whom the treating physician was uncertain whether antibiotic therapy was indicated to one 
of two groups: the procalcitonin group, in which the treating clinicians were provided with 
real-time initial (and serial, if the patient was hospitalized) procalcitonin assay results and 
an antibiotic use guideline with graded recommendations based on four tiers of 
procalcitonin levels, or the usual-care group. We hypothesized that within 30 days after 
enrollment the total antibiotic-days would be lower — and the percentage of patients with 
adverse outcomes would not be more than 4.5 percentage points higher — in the 
procalcitonin group than in the usual-care group. 
Results 
A total of 1656 patients were included in the final analysis cohort (826 randomly assigned 
to the procalcitonin group and 830 to the usual-care group), of whom 782 (47.2%) were 
hospitalized and 984 (59.4%) received antibiotics within 30 days. The treating clinician 
received procalcitonin assay results for 792 of 826 patients (95.9%) in the procalcitonin 
group (median time from sample collection to assay result, 77 minutes) and for 18 of 830 
patients (2.2%) in the usual-care group. In both groups, the procalcitonin-level tier was 
associated with the decision to prescribe antibiotics in the emergency department. There 
was no significant difference between the procalcitonin group and the usual-care group in 
antibiotic-days (mean, 4.2 and 4.3 days, respectively; difference, −0.05 day; 95% 
confidence interval [CI], −0.6 to 0.5; P=0.87) or the proportion of patients with adverse 
outcomes (11.7% [96 patients] and 13.1% [109 patients]; difference, −1.5 percentage 
points; 95% CI, −4.6 to 1.7; P<0.001 for noninferiority) within 30 days. 
Conclusions 
The provision of procalcitonin assay results, along with instructions on their interpretation, 
to emergency department and hospital-based clinicians did not result in less use of 
antibiotics than did usual care among patients with suspected lower respiratory tract 
infection. 
________________________________________________________________________ 

 
Five-Year Outcomes with PCI Guided by Fractional Flow Reserve 
Panagiotis Xaplanteris, Stephane Fournier, Nico H.J. Pijls, et al. for the FAME 2 
Investigators 
N Engl J Med 2018; 379: 250-259 July 19, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1803538 

https://www.nejm.org/doi/full/10.1056/NEJMoa1802670
https://www.nejm.org/doi/full/10.1056/NEJMoa1803538
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Abstract 
Background 
We hypothesized that fractional flow reserve (FFR)–guided percutaneous coronary 
intervention (PCI) would be superior to medical therapy as initial treatment in patients with 
stable coronary artery disease. 
Methods 
Among 1220 patients with angiographically significant stenoses, those in whom at least 
one stenosis was hemodynamically significant (FFR, ≤0.80) were randomly assigned to 
FFR-guided PCI plus medical therapy or to medical therapy alone. Patients in whom all 
stenoses had an FFR of more than 0.80 received medical therapy and were entered into a 
registry. The primary end point was a composite of death, myocardial infarction, or urgent 
revascularization. 
Results 
A total of 888 patients underwent randomization (447 patients in the PCI group and 441 in 
the medical-therapy group). At 5 years, the rate of the primary end point was lower in the 
PCI group than in the medical-therapy group (13.9% vs. 27.0%; hazard ratio, 0.46; 95% 
confidence interval [CI], 0.34 to 0.63; P<0.001). The difference was driven by urgent 
revascularizations, which occurred in 6.3% of the patients in the PCI group as compared 
with 21.1% of those in the medical-therapy group (hazard ratio, 0.27; 95% CI, 0.18 to 
0.41). There were no significant differences between the PCI group and the medical-
therapy group in the rates of death (5.1% and 5.2%, respectively; hazard ratio, 0.98; 95% 
CI, 0.55 to 1.75) or myocardial infarction (8.1% and 12.0%; hazard ratio, 0.66; 95% CI, 
0.43 to 1.00). There was no significant difference in the rate of the primary end point 
between the PCI group and the registry cohort (13.9% and 15.7%, respectively; hazard 
ratio, 0.88; 95% CI, 0.55 to 1.39). Relief from angina was more pronounced after PCI than 
after medical therapy. 
Conclusions 
In patients with stable coronary artery disease, an initial FFR-guided PCI strategy was 
associated with a significantly lower rate of the primary composite end point of death, 
myocardial infarction, or urgent revascularization at 5 years than medical therapy alone. 
Patients without hemodynamically significant stenoses had a favorable long-term outcome 
with medical therapy alone. 
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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.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
/ 
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Library News 
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ClinicalKey 

 

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

 

KnowledgeShare 
 

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

https://openathens.nice.org.uk/
https://openathens.nice.org.uk/
http://www.derbyhospitalslibrary.co.uk/e-resources
https://openathens.nice.org.uk/
http://www.derbyhospitalslibrary.co.uk/current-awareness
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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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