
 - 1 - 

 
 
 

 
 
 
 

Contents 
 
BMJ  (8 September 2018)  
 

 Diclofenac use and cardiovascular risks: Series of nationwide cohort studies 

 

 Statins for primary prevention of cardiovascular events and mortality in old and very old 

adults with and without type 2 diabetes: Retrospective cohort study 

 

 Effect of fish oil supplementation in pregnancy on bone, lean, and fat mass at six years: 

Randomised clinical trial 

________________________________________________________________________ 

 
JAMA: The Journal of the American Medical Association   (11 September 2018) 
 

 Effect of Piperacillin-Tazobactam vs Meropenem on 30-Day Mortality for Patients With 

E coli or Klebsiella pneumoniae Bloodstream Infection and Ceftriaxone Resistance: A 

Randomized Clinical Trial 

 

 Effect of Levofloxacin Prophylaxis on Bacteremia in Children With Acute Leukemia or 

Undergoing Hematopoietic Stem Cell Transplantation: A Randomized Clinical Trial 

 

 Association of Gestational Diabetes With Maternal Disorders of Glucose Metabolism 

and Childhood Adiposity 

 

 Association of Clinical, Imaging, and Thrombus Characteristics With Recanalization of 

Visible Intracranial Occlusion in Patients With Acute Ischemic Stroke 

________________________________________________________________________ 

 
The Lancet  (8 September 2018) 
 

 Treatment correlates of successful outcomes in pulmonary multidrug-resistant 

tuberculosis: an individual patient data meta-analysis: The Collaborative Group for the 

Meta-Analysis of Individual Patient Data in MDR-TB treatment–2017 

 

The Big Four Bulletin 
12 September 2018 No. 603 

 



 - 2 - 

 Radial versus femoral access and bivalirudin versus unfractionated heparin in 

invasively managed patients with acute coronary syndrome (MATRIX): Final 1-year 

results of a multicentre, randomised controlled trial 

 

 Drug-coated balloons for small coronary artery disease (BASKET-SMALL 2): An open-

label randomised non-inferiority trial 

 

 Armed conflict and child mortality in Africa: A geospatial analysis 

________________________________________________________________________ 

 
The New England Journal of Medicine (6 September 2018) 
 

 Baloxavir Marboxil for Uncomplicated Influenza in Adults and Adolescents 

 

 Coronary CT Angiography and 5-Year Risk of Myocardial Infarction 

 

 Rituximab plus Lenalidomide in Advanced Untreated Follicular Lymphoma 

________________________________________________________________________ 

 
BMJ (8 September 2018, Vol. 362, No. 8166)  
 
Diclofenac use and cardiovascular risks: Series of nationwide cohort studies 
Morten Schmidt, Henrik Toft Sørensen, Lars Pedersen 
BMJ 2018; 362 (Published 04 September 2018) 
https://www.bmj.com/content/362/bmj.k3426 
 
Abstract 
Objective To examine the cardiovascular risks of diclofenac initiation compared with 
initiation of other traditional non-steroidal anti-inflammatory drugs, initiation of paracetamol, 
and no initiation. 
Design Series of 252 nationwide cohort studies, each mimicking the strict design criteria 
of a clinical trial (emulated trial design). 
Setting Danish, nationwide, population based health registries (1996-2016). 
Participants Individuals eligible for inclusion were all adults without malignancy; 
schizophrenia; dementia; or cardiovascular, kidney, liver, or ulcer diseases (that is, with 
low baseline risk). The study included 1 370 832 diclofenac initiators, 3 878 454 ibuprofen 
initiators, 291 490 naproxen initiators, 764 781 healthcare seeking paracetamol initiators 
matched by propensity score, and 1 303 209 healthcare seeking non-initiators also 
matched by propensity score. 
Main outcome measures Cox proportional hazards regression was used to compute the 
intention to treat hazard ratio (as a measure of the incidence rate ratio) of major adverse 
cardiovascular events within 30 days of initiation. 
Results The adverse event rate among diclofenac initiators increased by 50% compared 
with non-initiators (incidence rate ratio 1.5, 95% confidence interval 1.4 to 1.7), 20% 
compared with paracetamol or ibuprofen initiators (both 1.2, 1.1 to 1.3), and 30% 
compared with naproxen initiators (1.3, 1.1 to 1.5). The event rate for diclofenac initiators 
increased for each component of the combined endpoint (1.2 (1.1 to 1.4) for atrial 
fibrillation/flutter, 1.6 (1.3 to 2.0) for ischaemic stroke, 1.7 (1.4 to 2.0) for heart failure, 1.9 
(1.6 to 2.2) for myocardial infarction, and 1.7 (1.4 to 2.1) for cardiac death) as well as for 
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low doses of diclofenac, compared with non-initiators. Although the relative risk of major 
adverse cardiovascular events was highest in individuals with low or moderate baseline 
risk (that is, diabetes mellitus), the absolute risk was highest in individuals with high 
baseline risk (that is, previous myocardial infarction or heart failure). Diclofenac initiation 
also increased the risk of upper gastrointestinal bleeding at 30 days, by approximately 4.5-
fold compared with no initiation, 2.5-fold compared with initiation of ibuprofen or 
paracetamol, and to a similar extent as naproxen initiation. 
Conclusions Diclofenac poses a cardiovascular health risk compared with non-use, 
paracetamol use, and use of other traditional non-steroidal anti-inflammatory drugs. 
________________________________________________________________________ 

 
Statins for primary prevention of cardiovascular events and mortality in old and 
very old adults with and without type 2 diabetes: Retrospective cohort study 
Rafel Ramos, Marc Comas-Cufí, Ruth Martí-Lluch, et al. 
BMJ 2018; 362 (Published 05 September 2018) 
https://www.bmj.com/content/362/bmj.k3359 
 
Abstract 
Objective To assess whether statin treatment is associated with a reduction in 
atherosclerotic cardiovascular disease (CVD) and mortality in old and very old adults with 
and without diabetes. 
Design Retrospective cohort study. 
Setting Database of the Catalan primary care system (SIDIAP), Spain, 2006-15. 
Participants 46 864 people aged 75 years or more without clinically recognised 
atherosclerotic CVD. Participants were stratified by presence of type 2 diabetes mellitus 
and as statin non-users or new users. 
Main outcome measures Incidences of atherosclerotic CVD and all cause mortality 
compared using Cox proportional hazards modelling, adjusted by the propensity score of 
statin treatment. The relation of age with the effect of statins was assessed using both a 
categorical approach, stratifying the analysis by old (75-84 years) and very old (≥85 years) 
age groups, and a continuous analysis, using an additive Cox proportional hazard model. 
Results The cohort included 46 864 participants (mean age 77 years; 63% women; 
median follow-up 5.6 years). In participants without diabetes, the hazard ratios for statin 
use in 75-84 year olds were 0.94 (95% confidence interval 0.86 to 1.04) for atherosclerotic 
CVD and 0.98 (0.91 to 1.05) for all cause mortality, and in those aged 85 and older were 
0.93 (0.82 to 1.06) and 0.97 (0.90 to 1.05), respectively. In participants with diabetes, the 
hazard ratio of statin use in 75-84 year olds was 0.76 (0.65 to 0.89) for atherosclerotic 
CVD and 0.84 (0.75 to 0.94) for all cause mortality, and in those aged 85 and older were 
0.82 (0.53 to 1.26) and 1.05 (0.86 to 1.28), respectively. Similarly, effect analysis of age in 
a continuous scale, using splines, corroborated the lack of beneficial statins effect for 
atherosclerotic CVD and all cause mortality in participants without diabetes older than 74 
years. In participants with diabetes, statins showed a protective effect against 
atherosclerotic CVD and all cause mortality; this effect was substantially reduced beyond 
the age of 85 years and disappeared in nonagenarians. 
Conclusions In participants older than 74 years without type 2 diabetes, statin treatment 
was not associated with a reduction in atherosclerotic CVD or in all cause mortality, even 
when the incidence of atherosclerotic CVD was statistically significantly higher than the 
risk thresholds proposed for statin use. In the presence of diabetes, statin use was 
statistically significantly associated with reductions in the incidence of atherosclerotic CVD 
and in all cause mortality. This effect decreased after age 85 years and disappeared in 
nonagenarians. 
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Effect of fish oil supplementation in pregnancy on bone, lean, and fat mass at six 
years: Randomised clinical trial 
Rebecca Kofod Vinding, Jakob Stokholm, Astrid Sevelsted, et al. 
BMJ 2018; 362 (Published 04 September 2018) 
https://www.bmj.com/content/362/bmj.k3312 
 
Abstract 
Objective To examine the effect of supplementation with n-3 long chain polyunsaturated 
fatty acids (n-3 LCPUFA) in pregnancy on anthropometry and body composition in 
offspring. 
Design Double blinded, randomised controlled trial. 
Setting Copenhagen Prospective Studies on Asthma in Childhood2010 cohort. 
Participants 736 pregnant women and their offspring. 
Intervention n-3 LCPUFA (fish oil) or control (olive oil) daily from pregnancy week 24 until 
one week after birth. 
Main outcome measures Height/length, weight, head, and waist measurements and body 
composition from dual energy x ray absorptiometry (all pre-specified secondary endpoints 
of the n-3 LCPUFA trial; the primary outcome for the trial was persistent wheeze/asthma). 
Results The mean body mass index (BMI) z score was increased between age 0 and 6 
years in the fish oil supplementation group compared with the control group (0.14 (95% 
confidence interval 0.04 to 0.23); P=0.006). At 6 years, supplementation was associated 
with a higher BMI z score (0.19 (0.06 to 0.32); P=0.004), a higher weight/height (3.48 (0.38 
to 6.57) g/cm; P=0.03), and a larger waist circumference (0.6 (0.0 to 1.2) cm; P=0.04) but 
not a higher proportion of obese children, using International Obesity Task Force grades. 
The dual energy x ray absorptiometry scan at age 6 years showed a higher total mass 
(395.4 (86.6 to 704.3) g; P=0.01) in the supplementation versus the control group, 
explained by a higher lean mass (280.7 (98.9 to 462.4) g; P=0.002), a higher bone mineral 
content (10.3 (2.3 to 18.1) g; P=0.01), and a non-significantly higher fat mass (116.3 
(−92.9 to 325.5) g; P=0.28), but no differences were seen in total body fat or lean mass 
percentage. 
Conclusion Fish oil supplementation from the 24th week of pregnancy led to a higher BMI 
in the offspring from 0 to 6 years of age but not an increased risk of obesity at age 6. The 
body composition at age 6 years in children given fish oil supplementation was 
characterised by a proportional increase in lean, bone, and fat mass suggesting a general 
growth stimulating effect of n-3 LCPUFA. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (11 September 2018, Vol. 320, 
No. 10) 
 
Effect of Piperacillin-Tazobactam vs Meropenem on 30-Day Mortality for Patients 
With E coli or Klebsiella pneumoniae Bloodstream Infection and Ceftriaxone 
Resistance: A Randomized Clinical Trial 
Patrick N. A. Harris, Paul A. Tambyah, David C. Lye, et al for the MERINO Trial 
Investigators and the Australasian Society for Infectious Disease Clinical Research 
Network (ASID-CRN)  
JAMA.  2018; 320 (10): 984-994.  
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https://jamanetwork.com/journals/jama/article-abstract/2702145 
 
Abstract  
Importance Extended-spectrum β-lactamases mediate resistance to third-generation 
cephalosporins (e.g. ceftriaxone) in Escherichia coli and Klebsiella pneumoniae. 
Significant infections caused by these strains are usually treated with carbapenems, 
potentially selecting for carbapenem resistance. Piperacillin-tazobactam may be an 
effective “carbapenem-sparing” option to treat extended-spectrum β-lactamase producers. 
Objectives To determine whether definitive therapy with piperacillin-tazobactam is 
noninferior to meropenem (a carbapenem) in patients with bloodstream infection caused 
by ceftriaxone-nonsusceptible E coli or K pneumoniae. 
Design, Setting, and Participants Noninferiority, parallel group, randomized clinical trial 
included hospitalized patients enrolled from 26 sites in 9 countries from February 2014 to 
July 2017. Adult patients were eligible if they had at least 1 positive blood culture with E 
coli or Klebsiella spp testing nonsusceptible to ceftriaxone but susceptible to piperacillin-
tazobactam. Of 1646 patients screened, 391 were included in the study. 
Interventions Patients were randomly assigned 1:1 to intravenous piperacillin-
tazobactam, 4.5 g, every 6 hours (n = 188 participants) or meropenem, 1 g, every 8 hours 
(n = 191 participants) for a minimum of 4 days, up to a maximum of 14 days, with the total 
duration determined by the treating clinician. 
Main Outcomes and Measures The primary outcome was all-cause mortality at 30 days 
after randomization. A noninferiority margin of 5% was used. 
Results  Among 379 patients (mean age, 66.5 years; 47.8% women) who were 
randomized appropriately, received at least 1 dose of study drug, and were included in the 
primary analysis population, 378 (99.7%) completed the trial and were assessed for the 
primary outcome. A total of 23 of 187 patients (12.3%) randomized to piperacillin-
tazobactam met the primary outcome of mortality at 30 days compared with 7 of 191 
(3.7%) randomized to meropenem (risk difference, 8.6% [1-sided 97.5% CI, −∞ to 14.5%]; 
P = .90 for noninferiority). Effects were consistent in an analysis of the per-protocol 
population. Nonfatal serious adverse events occurred in 5 of 188 patients (2.7%) in the 
piperacillin-tazobactam group and 3 of 191 (1.6%) in the meropenem group. 
Conclusions and relevance Among patients with E coli or K pneumoniae bloodstream 
infection and ceftriaxone resistance, definitive treatment with piperacillin-tazobactam 
compared with meropenem did not result in a noninferior 30-day mortality. These findings 
do not support use of piperacillin-tazobactam in this setting. 
________________________________________________________________________ 

 
Effect of Levofloxacin Prophylaxis on Bacteremia in Children With Acute Leukemia 
or Undergoing Hematopoietic Stem Cell Transplantation: A Randomized Clinical 
Trial 
Sarah Alexander, Brian T. Fisher, DO, Aditya H. Gaur, et al. for the Children’s Oncology 
Group  
JAMA.  2018 ;320 (10): 995-1004.  
https://jamanetwork.com/journals/jama/article-abstract/2702147 
 
Abstract  
Importance Bacteremia causes considerable morbidity among children with acute 
leukemia and those undergoing hematopoietic stem cell transplantation (HSCT). There are 
limited data on the effect of antibiotic prophylaxis in children. 
Objective To determine the efficacy and risks of levofloxacin prophylaxis in children 
receiving intensive chemotherapy for acute leukemia or undergoing HSCT. 
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Design, Setting, and Participants  In this multicenter, open-label, randomized trial, 
patients (6 months-21 years) receiving intensive chemotherapy were enrolled (September 
2011-April 2016) in 2 separate groups—acute leukemia, consisting of acute myeloid 
leukemia or relapsed acute lymphoblastic leukemia, and HSCT recipients—at 76 centers 
in the United States and Canada, with follow-up completed September 2017. 
Interventions Patients with acute leukemia were randomized to receive levofloxacin 
prophylaxis for 2 consecutive cycles of chemotherapy (n = 100) or no prophylaxis (n = 100). 
Those undergoing HSCT were randomized to receive levofloxacin prophylaxis during 1 
HSCT procedure (n = 210) or no prophylaxis (n = 214). 
Main Outcomes and Measures The primary outcome was the occurrence of bacteremia 
during 2 chemotherapy cycles (acute leukemia) or 1 transplant procedure (HSCT). 
Secondary outcomes included fever and neutropenia, severe infection, invasive fungal 
disease, Clostridium difficile–associated diarrhea, and musculoskeletal toxic effects. 
Results A total of 624 patients, 200 with acute leukemia (median [interquartile range 
{IQR}] age, 11 years [6-15 years]; 46% female) and 424 undergoing HSCT (median [IQR] 
age, 7 years [3-14]; 38% female), were enrolled. Among 195 patients with acute leukemia, 
the likelihood of bacteremia was significantly lower in the levofloxacin prophylaxis group 
than in the control group (21.9% vs 43.4%; risk difference, 21.6%; 95% CI, 8.8%-34.4%, 
P = .001), whereas among 418 patients undergoing HSCT, the risk of bacteremia was not 
significantly lower in the levofloxacin prophylaxis group (11.0% vs 17.3%; risk difference, 
6.3%; 95% CI, 0.3%-13.0%; P = .06). Fever and neutropenia were less common in the 
levofloxacin group (71.2% vs 82.1%; risk difference, 10.8%; 95% CI, 4.2%-17.5%; 
P = .002). There were no significant differences in severe infection (3.6% vs 5.9%; risk 
difference, 2.3%; 95% CI, −1.1% to 5.6%; P = .20), invasive fungal disease (2.9% vs 2.0%; 
risk difference, −1.0%; 95% CI, −3.4% to 1.5%, P = .41), C difficile–associated diarrhea 
(2.3% vs 5.2%; risk difference, 2.9%; 95% CI, −0.1% to 5.9%; P = .07), or musculoskeletal 
toxic effects at 2 months (11.4% vs 16.3%; risk difference, 4.8%; 95% CI, −1.6% to 11.2%; 
P = .15) or at 12 months (10.1% vs 14.4%; risk difference, 4.3%; 95% CI, −3.4% to 12.0%; 
P = .28) between the levofloxacin and control groups. 
Conclusions and Relevance Among children with acute leukemia receiving intensive 
chemotherapy, receipt of levofloxacin prophylaxis compared with no prophylaxis resulted 
in a significant reduction in bacteremia. However, there was no significant reduction in 
bacteremia for levofloxacin prophylaxis among children undergoing HSCT. 
________________________________________________________________________ 

 
Association of Gestational Diabetes With Maternal Disorders of Glucose Metabolism 
and Childhood Adiposity 
William L. Lowe Jr, Denise M. Scholtens, Lynn P. Lowe, et al for the HAPO Follow-up 
Study Cooperative Research Group  
JAMA.  2018; 320 (10): 1005-1016.  
https://jamanetwork.com/journals/jama/article-abstract/2702144 
 
Abstract  
Importance The sequelae of gestational diabetes (GD) by contemporary criteria that 
diagnose approximately twice as many women as previously used criteria are unclear. 
Objective To examine associations of GD with maternal glucose metabolism and 
childhood adiposity 10 to 14 years’ postpartum. 
Design, Setting, and Participants  The Hyperglycemia and Adverse Pregnancy Outcome 
(HAPO) Study established associations of glucose levels during pregnancy with perinatal 
outcomes and the follow-up study evaluated the long-term outcomes (4697 mothers and 
4832 children; study visits occurred between February 13, 2013, and December 13, 2016). 
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Exposures Gestational diabetes was defined post hoc using criteria from the International 
Association of Diabetes and Pregnancy Study Groups consisting of 1 or more of the 
following 75-g oral glucose tolerance test results (fasting plasma glucose ≥92 mg/dL; 1-
hour plasma glucose level ≥180 mg/dL; 2-hour plasma glucose level ≥153 mg/dL). 
Main Outcomes and Measures Primary maternal outcome: a disorder of glucose 
metabolism (composite of type 2 diabetes or prediabetes). Primary outcome for children: 
being overweight or obese; secondary outcomes: obesity, body fat percentage, waist 
circumference, and sum of skinfolds (>85th percentile for latter 3 outcomes). 
Results The analytic cohort included 4697 mothers (mean [SD] age, 41.7 [5.7] years) and 
4832 children (mean [SD] age, 11.4 [1.2] years; 51.0% male). The median duration of 
follow-up was 11.4 years. The criteria for GD were met by 14.3% (672/4697) of mothers 
overall and by 14.1% (683/4832) of mothers of participating children. Among mothers with 
GD, 52.2% (346/663) developed a disorder of glucose metabolism vs 20.1% (791/3946) of 
mothers without GD (odds ratio [OR], 3.44 [95% CI, 2.85 to 4.14]; risk difference [RD], 
25.7% [95% CI, 21.7% to 29.7%]). Among children of mothers with GD, 39.5% (269/681) 
were overweight or obese and 19.1% (130/681) were obese vs 28.6% (1172/4094) and 
9.9% (405/4094), respectively, for children of mothers without GD. Adjusted for maternal 
body mass index during pregnancy, the OR was 1.21 (95% CI, 1.00 to 1.46) for children 
who were overweight or obese and the RD was 3.7% (95% CI, −0.16% to 7.5%); the OR 
was 1.58 (95% CI, 1.24 to 2.01) for children who were obese and the RD was 5.0% (95% 
CI, 2.0% to 8.0%); the OR was 1.35 (95% CI, 1.08 to 1.68) for body fat percentage and the 
RD was 4.2% (95% CI, 0.9% to 7.4%); the OR was 1.34 (95% CI, 1.08 to 1.67) for waist 
circumference and the RD was 4.1% (95% CI, 0.8% to 7.3%); and the OR was 1.57 (95% 
CI, 1.27 to 1.95) for sum of skinfolds and the RD was 6.5% (95% CI, 3.1% to 9.9%). 
Conclusions and Relevance Among women with GD identified by contemporary criteria 
compared with those without it, GD was significantly associated with a higher maternal risk 
for a disorder of glucose metabolism during long-term follow-up after pregnancy. Among 
children of mothers with GD vs those without it, the difference in childhood overweight or 
obesity defined by body mass index cutoffs was not statistically significant; however, 
additional measures of childhood adiposity may be relevant in interpreting the study 
findings. 
________________________________________________________________________ 

 
Association of Clinical, Imaging, and Thrombus Characteristics With Recanalization 
of Visible Intracranial Occlusion in Patients With Acute Ischemic Stroke 
Bijoy K. Menon, Fahad S. Al-Ajlan, Mohamed Najm, et al. for the INTERRSeCT Study 
Investigators  
JAMA.  2018; 320 (10): 1017-1026.  
https://jamanetwork.com/journals/jama/article-abstract/2702146 
 
Abstract  
Importance Recanalization of intracranial thrombus is associated with improved clinical 
outcome in patients with acute ischemic stroke. The association of intravenous alteplase 
treatment and thrombus characteristics with recanalization over time is important for stroke 
triage and future trial design. 
Objective To examine recanalization over time across a range of intracranial thrombus 
occlusion sites and clinical and imaging characteristics in patients with ischemic stroke 
treated with intravenous alteplase or not treated with alteplase. 
Design, Setting, and Participants Multicenter prospective cohort study of 575 patients 
from 12 centers (in Canada, Spain, South Korea, the Czech Republic, and Turkey) with 
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acute ischemic stroke and intracranial arterial occlusion demonstrated on computed 
tomographic angiography (CTA). 
Exposures Demographics, clinical characteristics, time from alteplase to recanalization, 
and intracranial thrombus characteristics (location and permeability) defined on CTA. 
Main Outcomes and Measures  Recanalization on repeat CTA or on first angiographic 
acquisition of affected intracranial circulation obtained within 6 hours of baseline CTA, 
defined using the revised arterial occlusion scale (rAOL) (scores from 0 [primary occlusive 
lesion remains the same] to 3 [complete revascularization of primary occlusion]). 
Results  Among 575 patients (median age, 72 years [IQR, 63-80]; 51.5% men; median 
time from patient last known well to baseline CTA of 114 minutes [IQR, 74-180]), 275 
patients (47.8%) received intravenous alteplase only, 195 (33.9%) received intravenous 
alteplase plus endovascular thrombectomy, 48 (8.3%) received endovascular 
thrombectomy alone, and 57 (9.9%) received conservative treatment. Median time from 
baseline CTA to recanalization assessment was 158 minutes (IQR, 79-268); median time 
from intravenous alteplase start to recanalization assessment was 132.5 minutes (IQR, 62-
238). Successful recanalization occurred at an unadjusted rate of 27.3% (157/575) overall, 
including in 30.4% (143/470) of patients who received intravenous alteplase and 13.3% 
(14/105) who did not (difference, 17.1% [95% CI, 10.2%-25.8%]). Among patients 
receiving alteplase, the following factors were associated with recanalization: time from 
treatment start to recanalization assessment (OR, 1.28 for every 30-minute increase in 
time [95% CI, 1.18-1.38]), more distal thrombus location, eg, distal M1 middle cerebral 
artery (39/84 [46.4%]) vs internal carotid artery (10/92 [10.9%]) (OR, 5.61 [95% CI, 2.38-
13.26]), and higher residual flow (thrombus permeability) grade, eg, hairline streak (30/45 
[66.7%]) vs none (91/377 [24.1%]) (OR, 7.03 [95% CI, 3.32-14.87]). 
Conclusions and Relevance In patients with acute ischemic stroke, more distal thrombus 
location, greater thrombus permeability, and longer time to recanalization assessment 
were associated with recanalization of arterial occlusion after administration of intravenous 
alteplase; among patients who did not receive alteplase, rates of arterial recanalization 
were low. These findings may help inform treatment and triage decisions in patients with 
acute ischemic stroke. 

Back to Contents 
________________________________________________________________________ 

 

The Lancet (8 September 2018, Vol. 392, No. 10150) 
 
Treatment correlates of successful outcomes in pulmonary multidrug-resistant 
tuberculosis: an individual patient data meta-analysis: The Collaborative Group for 
the Meta-Analysis of Individual Patient Data in MDR-TB treatment–2017 
Nafees Ahmad, Shama D Ahuja, Onno W Akkerman, et al. 
The Lancet: Volume 392, ISSUE 10150, P821-834, September 08, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31644-1/fulltext 
 
Summary 
Background 
Treatment outcomes for multidrug-resistant tuberculosis remain poor. We aimed to 
estimate the association of treatment success and death with the use of individual drugs, 
and the optimal number and duration of treatment with those drugs in patients with 
multidrug-resistant tuberculosis.  
Methods 
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In this individual patient data meta-analysis, we searched MEDLINE, Embase, and the 
Cochrane Library to identify potentially eligible observational and experimental studies 
published between Jan 1, 2009, and April 30, 2016. We also searched reference lists from 
all systematic reviews of treatment of multidrug-resistant tuberculosis published since 
2009. To be eligible, studies had to report original results, with end of treatment outcomes 
(treatment completion [success], failure, or relapse) in cohorts of at least 25 adults (aged 
>18 years). We used anonymised individual patient data from eligible studies, provided by 
study investigators, regarding clinical characteristics, treatment, and outcomes. Using 
propensity score-matched generalised mixed effects logistic, or linear regression, we 
calculated adjusted odds ratios and adjusted risk differences for success or death during 
treatment, for specific drugs currently used to treat multidrug-resistant tuberculosis, as well 
as the number of drugs used and treatment duration.  
Findings 
Of 12 030 patients from 25 countries in 50 studies, 7346 (61%) had treatment success, 
1017 (8%) had failure or relapse, and 1729 (14%) died. Compared with failure or relapse, 
treatment success was positively associated with the use of linezolid (adjusted risk 
difference 0·15, 95% CI 0·11 to 0·18), levofloxacin (0·15, 0·13 to 0·18), carbapenems 
(0·14, 0·06 to 0·21), moxifloxacin (0·11, 0·08 to 0·14), bedaquiline (0·10, 0·05 to 0·14), 
and clofazimine (0·06, 0·01 to 0·10). There was a significant association between reduced 
mortality and use of linezolid (–0·20, –0·23 to –0·16), levofloxacin (–0·06, –0·09 to –0·04), 
moxifloxacin (–0·07, –0·10 to –0·04), or bedaquiline (–0·14, –0·19 to –0·10). Compared 
with regimens without any injectable drug, amikacin provided modest benefits, but 
kanamycin and capreomycin were associated with worse outcomes. The remaining drugs 
were associated with slight or no improvements in outcomes. Treatment outcomes were 
significantly worse for most drugs if they were used despite in-vitro resistance. The optimal 
number of effective drugs seemed to be five in the initial phase, and four in the 
continuation phase. In these adjusted analyses, heterogeneity, based on a simulated I 2 
method, was high for approximately half the estimates for specific drugs, although 
relatively low for number of drugs and durations analyses.  
Interpretation 
Although inferences are limited by the observational nature of these data, treatment 
outcomes were significantly better with use of linezolid, later generation fluoroquinolones, 
bedaquiline, clofazimine, and carbapenems for treatment of multidrug-resistant 
tuberculosis. These findings emphasise the need for trials to ascertain the optimal 
combination and duration of these drugs for treatment of this condition.  
________________________________________________________________________ 

 
Radial versus femoral access and bivalirudin versus unfractionated heparin in 
invasively managed patients with acute coronary syndrome (MATRIX): Final 1-year 
results of a multicentre, randomised controlled trial 
Marco Valgimigli, Enrico Frigoli, Sergio Leonardi, et al. 
The Lancet: Volume 392, ISSUE 10150, P835-848, September 08, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31714-8/fulltext 
 
Summary 
Background 
The Minimizing Adverse Haemorrhagic Events by Transradial Access Site and Systemic 
Implementation of Angiox (MATRIX) programme was designed to assess the comparative 
safety and effectiveness of radial versus femoral access and of bivalirudin versus 
unfractionated heparin with optional glycoprotein IIb/IIIa inhibitors in patients with the 
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whole spectrum of acute coronary syndrome undergoing invasive management. Here we 
describe the prespecified final 1-year outcomes of the entire programme.  
Methods 
MATRIX was a programme of three nested, randomised, multicentre, open-label, 
superiority trials in patients with acute coronary syndrome in 78 hospitals in Italy, the 
Netherlands, Spain, and Sweden. Patients with ST-elevation myocardial infarction were 
simultaneously randomly assigned (1:1) before coronary angiography to radial or femoral 
access and to bivalirudin, with or without post-percutaneous coronary intervention infusion 
or unfractionated heparin (one-step inclusion). Patients with non-ST-elevation acute 
coronary syndrome were randomly assigned (1:1) before coronary angiography to radial or 
femoral access and, only if deemed eligible to percutaneous coronary intervention after 
angiography (two-step inclusion), entered the antithrombin type and treatment duration 
programmes. Randomisation sequences were computer generated, blocked, and stratified 
by intended new or current use of P2Y12 inhibitor (clopidogrel vs ticagrelor or prasugrel), 
and acute coronary syndrome type (ST-elevation myocardial infarction, troponin-positive, 
or troponin-negative non-ST-elevation acute coronary syndrome). Bivalirudin was given as 
a bolus of 0·75 mg/kg, followed immediately by an infusion of 1·75 mg/kg per h until 
completion of percutaneous coronary intervention. Heparin was given at 70–100 units per 
kg in patients not receiving glycoprotein IIb/IIIa inhibitors, and at 50–70 units per kg in 
patients receiving glycoprotein IIb/IIIa inhibitors. Clinical follow-up was done at 30 days 
and 1 year. Co-primary outcomes for MATRIX access and MATRIX antithrombin type were 
major adverse cardiovascular events, defined as the composite of all-cause mortality, 
myocardial infarction, or stroke up to 30 days; and net adverse clinical events, defined as 
the composite of non-coronary artery bypass graft-related major bleeding, or major 
adverse cardiovascular events up to 30 days. The primary outcome for MATRIX treatment 
duration was the composite of urgent target vessel revascularisation, definite stent 
thrombosis, or net adverse clinical events up to 30 days. Analyses were done according to 
the intention-to-treat principle. This trial is registered with ClinicalTrials.gov, number 
NCT01433627.  
Findings 
Between Oct 11, 2011, and Nov 7, 2014, we randomly assigned 8404 patients to receive 
radial (4197 patients) or femoral (4207 patients) access. Of these 8404 patients, 7213 
were included in the MATRIX antithrombin type study and were randomly assigned to 
bivalirudin (3610 patients) or heparin (3603 patients). Patients assigned to bivalirudin were 
included in the MATRIX treatment duration study, and were randomly assigned to post-
procedure infusion (1799 patients) or no post-procedure infusion (1811 patients). At 1 
year, major adverse cardiovascular events did not differ between patients assigned to 
radial access compared with those assigned to femoral access (14·2% vs 15·7%; rate 
ratio 0·89, 95% CI 0·80–1·00; p=0·0526), but net adverse clinical events were fewer with 
radial than with femoral access (15·2% vs 17·2%; 0·87, 0·78–0·97; p=0·0128). Compared 
with heparin, bivalirudin was not associated with fewer major adverse cardiovascular 
(15·8% vs 16·8%; 0·94, 0·83–1·05; p=0·28) or net adverse clinical events (17·0% vs 
18·4%; 0·91, 0·81–1·02; p=0·10). The composite of urgent target vessel revascularisation, 
stent thrombosis, or net adverse clinical events did not differ with or without post-
procedure bivalirudin infusion (17·4% vs 17·4%; 0·99, 0·84–1·16; p=0·90).  
Interpretation 
In patients with acute coronary syndrome, radial access was associated with lower rates of 
net adverse clinical events compared with femoral access, but not major adverse 
cardiovascular events at 1 year. Bivalirudin with or without post-procedure infusion was not 
associated with lower rates of major adverse cardiovascular events or net adverse clinical 
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events. Radial access should become the default approach in acute coronary syndrome 
patients undergoing invasive management.  
________________________________________________________________________ 

 
Drug-coated balloons for small coronary artery disease (BASKET-SMALL 2): An 
open-label randomised non-inferiority trial 
Raban V Jeger, Ahmed Farah, Marc-Alexander Ohlow, et al. 
The Lancet: Volume 392, ISSUE 10150, P849-856, September 08, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31719-7/fulltext 
 
Summary 
Background 
Drug-coated balloons (DCB) are a novel therapeutic strategy for small native coronary 
artery disease. However, their safety and efficacy is poorly defined in comparison with 
drug-eluting stents (DES).  
Methods 
BASKET-SMALL 2 was a multicentre, open-label, randomised non-inferiority trial. 758 
patients with de-novo lesions (<3 mm in diameter) in coronary vessels and an indication 
for percutaneous coronary intervention were randomly allocated (1:1) to receive 
angioplasty with DCB versus implantation of a second-generation DES after successful 
predilatation via an interactive internet-based response system. Dual antiplatelet therapy 
was given according to current guidelines. The primary objective was to show non-
inferiority of DCB versus DES regarding major adverse cardiac events (MACE; i.e. cardiac 
death, non-fatal myocardial infarction, and target-vessel revascularisation) after 12 
months. The non-inferiority margin was an absolute difference of 4% in MACE. This trial is 
registered with ClinicalTrials.gov, number NCT01574534.  
Findings 
Between April 10, 2012, and February 1, 2017, 382 patients were randomly assigned to 
the DCB group and 376 to DES group. Non-inferiority of DCB versus DES was shown 
because the 95% CI of the absolute difference in MACE in the per-protocol population was 
below the predefined margin (−3·83 to 3·93%, p=0·0217). After 12 months, the proportions 
of MACE were similar in both groups of the full-analysis population (MACE was 7·5% for 
the DCB group vs 7·3% for the DES group; hazard ratio [HR] 0·97 [95% CI 0·58–1·64], 
p=0·9180). There were five (1·3%) cardiac-related deaths in the DES group and 12 (3·1%) 
in the DCB group (full analysis population). Probable or definite stent thrombosis (three 
[0·8%] in the DCB group vs four [1·1%] in the DES group; HR 0·73 [0·16–3·26]) and major 
bleeding (four [1·1%] in the DCB group vs nine [2·4%] in the DES group; HR 0·45 [0·14–
1·46]) were the most common adverse events.  
Interpretation 
In small native coronary artery disease, DCB was non-inferior to DES regarding MACE up 
to 12 months, with similar event rates for both treatment groups.  
________________________________________________________________________ 

 
Armed conflict and child mortality in Africa: A geospatial analysis 
Zachary Wagner, Sam Heft-Neal, Zulfiqar A Bhutta, et al. 
The Lancet: Volume 392, ISSUE 10150, P857-865, September 08, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31437-5/fulltext 
 
Summary 
Background 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31719-7/fulltext
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31437-5/fulltext
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A substantial portion of child deaths in Africa take place in countries with recent history of 
armed conflict and political instability. However, the extent to which armed conflict is an 
important cause of child mortality, especially in Africa, remains unknown.  
Methods 
We matched child survival with proximity to armed conflict using information in the Uppsala 
Conflict Data Program Georeferenced Events Dataset on the location and intensity of 
armed conflict from 1995 to 2015 together with the location, timing, and survival of infants 
younger than 1 year (primary outcome) in 35 African countries. We measured the increase 
in mortality risk for infants exposed to armed conflicts within 50 km in the year of birth and, 
to study conflicts' extended health risks, up to 250 km away and 10 years before birth. We 
also examined the effects of conflicts of varying intensity and chronicity (conflicts lasting 
several years), and effect heterogeneity by residence and sex of the child. We then 
estimated the number and portion of deaths of infants younger than 1 year related to 
conflict.  
Findings 
We identified 15 441 armed conflict events that led to 968 444 combat-related deaths and 
matched these data with 1·99 million births and 133 361 infant deaths (infant mortality of 
67 deaths per 1000 births) between 1995 and 2015. A child born within 50 km of an armed 
conflict had a risk of dying before reaching age 1 year of 5·2 per 1000 births higher than 
being born in the same region during periods without conflict (95% CI 3·7–6·7; a 7·7% 
increase above baseline). This increased risk of dying ranged from a 3·0% increase for 
armed conflicts with one to four deaths to a 26·7% increase for armed conflicts with more 
than 1000 deaths. We find evidence of increased mortality risk from an armed conflict up 
to 100 km away, and for 8 years after conflicts, with cumulative increase in infant mortality 
two to four times higher than the contemporaneous increase. In the entire continent, the 
number of infant deaths related to conflict from 1995 to 2015 was between 3·2 and 3·6 
times the number of direct deaths from armed conflicts.  
Interpretation 
Armed conflict substantially and persistently increases infant mortality in Africa, with effect 
sizes on a scale with malnutrition and several times greater than existing estimates of the 
mortality burden of conflict. The toll of conflict on children, who are presumably not 
combatants, underscores the indirect toll of conflict on civilian populations, and the 
importance of developing interventions to address child health in areas of conflict.  

Back to Contents 
________________________________________________________________________ 

 
The New England Journal of Medicine (6 September 2018, Vol. 379, No. 10) 
 
Baloxavir Marboxil for Uncomplicated Influenza in Adults and Adolescents 
Frederick G. Hayden, Norio Sugaya, Nobuo Hirotsu, et al. for the Baloxavir Marboxil 
Investigators Group 
N Engl J Med 2018; 379: 913-923 September 6, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1716197 
 
Abstract 
Background 
Baloxavir marboxil is a selective inhibitor of influenza cap-dependent endonuclease. It has 
shown therapeutic activity in preclinical models of influenza A and B virus infections, 
including strains resistant to current antiviral agents. 
Methods 

https://www.nejm.org/doi/full/10.1056/NEJMoa1716197
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We conducted two randomized, double-blind, controlled trials involving otherwise healthy 
outpatients with acute uncomplicated influenza. After a dose-ranging (10 to 40 mg) 
placebo-controlled trial, we undertook a placebo- and oseltamivir-controlled trial of single, 
weight-based doses of baloxavir (40 or 80 mg) in patients 12 to 64 years of age during the 
2016–2017 season. The dose of oseltamivir was 75 mg twice daily for 5 days. The primary 
efficacy end point was the time to alleviation of influenza symptoms in the intention-to-treat 
infected population. 
Results 
In the phase 2 trial, the median time to alleviation of influenza symptoms was 23.4 to 28.2 
hours shorter in the baloxavir groups than in the placebo group (P<0.05). In the phase 3 
trial, the intention-to-treat infected population included 1064 patients; 84.8 to 88.1% of 
patients in each group had influenza A(H3N2) infection. The median time to alleviation of 
symptoms was 53.7 hours (95% confidence interval [CI], 49.5 to 58.5) with baloxavir, as 
compared with 80.2 hours (95% CI, 72.6 to 87.1) with placebo (P<0.001). The time to 
alleviation of symptoms was similar with baloxavir and oseltamivir. Baloxavir was 
associated with greater reductions in viral load 1 day after initiation of the regimen than 
placebo or oseltamivir. Adverse events were reported in 20.7% of baloxavir recipients, 
24.6% of placebo recipients, and 24.8% of oseltamivir recipients. The emergence of 
polymerase acidic protein variants with I38T/M/F substitutions conferring reduced 
susceptibility to baloxavir occurred in 2.2% and 9.7% of baloxavir recipients in the phase 2 
trial and phase 3 trial, respectively. 
Conclusions 
Single-dose baloxavir was without evident safety concerns, was superior to placebo in 
alleviating influenza symptoms, and was superior to both oseltamivir and placebo in 
reducing the viral load 1 day after initiation of the trial regimen in patients with 
uncomplicated influenza. Evidence for the development of decreased susceptibility to 
baloxavir after treatment was also observed.  
________________________________________________________________________ 

 
Coronary CT Angiography and 5-Year Risk of Myocardial Infarction 
The SCOT-HEART Investigators 
N Engl J Med 2018; 379: 924-933 September 6, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1805971 
 
Abstract 
Background 
Although coronary computed tomographic angiography (CTA) improves diagnostic 
certainty in the assessment of patients with stable chest pain, its effect on 5-year clinical 
outcomes is unknown. 
Methods 
In an open-label, multicenter, parallel-group trial, we randomly assigned 4146 patients with 
stable chest pain who had been referred to a cardiology clinic for evaluation to standard 
care plus CTA (2073 patients) or to standard care alone (2073 patients). Investigations, 
treatments, and clinical outcomes were assessed over 3 to 7 years of follow-up. The 
primary end point was death from coronary heart disease or nonfatal myocardial infarction 
at 5 years. 
Results 
The median duration of follow-up was 4.8 years, which yielded 20,254 patient-years of 
follow-up. The 5-year rate of the primary end point was lower in the CTA group than in the 
standard-care group (2.3% [48 patients] vs. 3.9% [81 patients]; hazard ratio, 0.59; 95% 
confidence interval [CI], 0.41 to 0.84; P=0.004). Although the rates of invasive coronary 

https://www.nejm.org/doi/full/10.1056/NEJMoa1805971


 - 14 - 

angiography and coronary revascularization were higher in the CTA group than in the 
standard-care group in the first few months of follow-up, overall rates were similar at 5 
years: invasive coronary angiography was performed in 491 patients in the CTA group and 
in 502 patients in the standard-care group (hazard ratio, 1.00; 95% CI, 0.88 to 1.13), and 
coronary revascularization was performed in 279 patients in the CTA group and in 267 in 
the standard-care group (hazard ratio, 1.07; 95% CI, 0.91 to 1.27). However, more 
preventive therapies were initiated in patients in the CTA group (odds ratio, 1.40; 95% CI, 
1.19 to 1.65), as were more antianginal therapies (odds ratio, 1.27; 95% CI, 1.05 to 1.54). 
There were no significant between-group differences in the rates of cardiovascular or 
noncardiovascular deaths or deaths from any cause. 
Conclusions 
In this trial, the use of CTA in addition to standard care in patients with stable chest pain 
resulted in a significantly lower rate of death from coronary heart disease or nonfatal 
myocardial infarction at 5 years than standard care alone, without resulting in a 
significantly higher rate of coronary angiography or coronary revascularization. 
________________________________________________________________________ 

 
Rituximab plus Lenalidomide in Advanced Untreated Follicular Lymphoma 
Franck Morschhauser, Nathan H. Fowler, Pierre Feugier, et al. for the RELEVANCE Trial 
Investigators 
N Engl J Med 2018; 379: 934-947 September 6, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1805104 
 
Abstract 
Background 
Rituximab plus chemotherapy has been shown to be effective in patients with advanced-
stage, previously untreated follicular lymphoma; nevertheless, most patients will have a 
relapse. Combination immunotherapy with lenalidomide and rituximab is an 
immunomodulatory regimen that has shown promising activity in patients with indolent B-
cell non-Hodgkin’s lymphoma. 
Methods 
We conducted this multicenter, international, phase 3 superiority trial to evaluate rituximab 
plus lenalidomide, as compared with rituximab plus chemotherapy, in patients with 
previously untreated follicular lymphoma. Patients were randomly assigned to receive one 
of the two regimens, followed by maintenance monotherapy with rituximab. Treatment with 
rituximab plus lenalidomide consisted of 18 cycles of the two drugs, followed by rituximab 
maintenance therapy every 8 weeks for 12 cycles (six additional doses). Treatment with 
rituximab plus chemotherapy consisted of the investigator’s choice of one of three 
rituximab-based regimens, followed by maintenance monotherapy with rituximab every 8 
weeks for 12 cycles. The primary end points were complete response (confirmed or 
unconfirmed) at 120 weeks and progression-free survival. 
Results 
A total of 1030 patients were randomly assigned to receive rituximab plus lenalidomide 
(513 patients) or rituximab plus chemotherapy (517 patients). The rate of confirmed or 
unconfirmed complete response at 120 weeks was similar in the two groups: 48% (95% 
confidence interval [CI], 44 to 53) in the rituximab–lenalidomide group and 53% (95% CI, 
49 to 57) in the rituximab–chemotherapy group (P=0.13). The interim 3-year rate of 
progression-free survival was 77% (95% CI, 72 to 80) and 78% (95% CI, 74 to 82), 
respectively. A higher percentage of patients in the rituximab–chemotherapy group had 
grade 3 or 4 neutropenia (32% vs. 50%) and febrile neutropenia of any grade (2% vs. 7%), 

https://www.nejm.org/doi/full/10.1056/NEJMoa1805104
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and a higher percentage of patients in the rituximab–lenalidomide group had grade 3 or 4 
cutaneous reactions (7% vs. 1%). 
Conclusions 
Among patients with previously untreated follicular lymphoma, efficacy results were similar 
with rituximab plus lenalidomide and rituximab plus chemotherapy (with both regimens 
followed by rituximab maintenance therapy). The safety profile differed in the two groups. 

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
/ 
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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 
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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 
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eLearning 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 
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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 

http://www.derbyhospitalslibrary.co.uk/e-learning
http://www.derbyhospitalslibrary.co.uk/e-learning
http://casereports.bmj.com/
http://casereports.bmj.com/site/about/guidelines.xhtml
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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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