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Sodium glucose cotransporter 2 inhibitors and risk of serious adverse events: 
nationwide register based cohort study 
Peter Ueda, Henrik Svanström, Mads Melbye, et al. 
BMJ 2018; 363 :k4365 (Published 14 November 2018)  
https://www.bmj.com/content/363/bmj.k4365 
 
Abstract 
Objective To assess the association between the use of sodium glucose cotransporter 2 
(SGLT2) inhibitors and seven serious adverse events of current concern. 
Design Register based cohort study. 
Setting Sweden and Denmark from July 2013 to December 2016. 
Participants A propensity score matched cohort of 17 213 new users of SGLT2 inhibitors 
(dapagliflozin, 61%; empagliflozin, 38%; canagliflozin, 1%) and 17 213 new users of the 
active comparator, glucagon-like peptide 1 (GLP1) receptor agonists. 
Main outcome measures The primary outcomes were lower limb amputation, bone 
fracture, diabetic ketoacidosis, acute kidney injury, serious urinary tract infection, venous 
thromboembolism, and acute pancreatitis, as identified from hospital records. Hazard 
ratios and 95% confidence intervals were estimated by using Cox proportional hazards 
models. 
Results Use of SGLT2 inhibitors, as compared with GLP1 receptor agonists, was 
associated with an increased risk of lower limb amputation (incidence rate 2.7 v 1.1 events 
per 1000 person years, hazard ratio 2.32, 95% confidence interval 1.37 to 3.91) and 
diabetic ketoacidosis (1.3 v 0.6, 2.14, 1.01 to 4.52) but not with bone fracture (15.4 v 13.9, 
1.11, 0.93 to 1.33), acute kidney injury (2.3 v 3.2, 0.69, 0.45 to 1.05), serious urinary tract 
infection (5.4 v 6.0, 0.89, 0.67 to 1.19), venous thromboembolism (4.2 v 4.1, 0.99, 0.71 to 
1.38) or acute pancreatitis (1.3 v 1.2, 1.16, 0.64 to 2.12). 
Conclusions In this analysis of nationwide registers from two countries, use of SGLT2 
inhibitors, as compared with GLP1 receptor agonists, was associated with an increased 
risk of lower limb amputation and diabetic ketoacidosis, but not with other serious adverse 
events of current concern. 
________________________________________________________________________ 

https://www.bmj.com/content/363/bmj.k4365


 - 3 - 

 
Prevalence of potentially inappropriate prescribing in older people in primary care 
and its association with hospital admission: longitudinal study 
Teresa Pérez, Frank Moriarty, Emma Wallace, Ronald McDowel et al. 
BMJ 2018; 363 :k4524 (Published 14 November 2018)  
https://www.bmj.com/content/363/bmj.k4524 
 
Abstract 
Objective To determine whether hospital admission is associated with potentially 
inappropriate prescribing among older primary care patients (aged ≥65 years) and whether 
such prescribing was more likely after hospital admission than before. 
Design Longitudinal study of retrospectively extracted data from general practice records. 
Setting 44 general practices in Ireland in 2012-15. 
Participants Adults aged 65 years or over attending participating practices. 
Exposure Admission to hospital (any hospital admission versus none, and post-admission 
versus pre-admission). 
Main outcome measures Prevalence of potentially inappropriate prescribing assessed 
using 45 criteria from the Screening Tool for Older Persons’ Prescription (STOPP) version 
2, analysed both as rate of distinct potentially inappropriate prescribing criteria met 
(stratified Cox regression) and binary presence of potentially inappropriate prescribing 
(logistic regression) and adjusted for patients’ characteristics. A sensitivity analysis used 
matching with propensity scores based on patients’ characteristics and diagnoses. 
Results Overall 38 229 patients were included, and during 2012 the mean age was 76.8 
(SD 8.2) years and 43% (13 212) were male. Each year, 10.4-15.0% (3015/29 077 in 2015 
to 4537/30 231 in 2014) of patients had at least one hospital admission. The overall 
prevalence of potentially inappropriate prescribing ranged from 45.3% (13 940/30 789) of 
patients in 2012 to 51.0% (14 823/29 077) in 2015. Independently of age, sex, number of 
prescription items, comorbidity, and health cover, hospital admission was associated with 
a higher rate of distinct potentially inappropriate prescribing criteria met; the adjusted 
hazard ratio for hospital admission was 1.24 (95% confidence interval 1.20 to 1.28). 
Among participants who were admitted to hospital, the likelihood of potentially 
inappropriate prescribing after admission was higher than before admission, independent 
of patients’ characteristics; the adjusted odds ratio for after hospital admission was 1.72 
(1.63 to 1.84). Analysis of propensity score matched pairs showed a slight reduction in the 
hazard ratio for hospital admission to 1.22 (1.18 to 1.25). 
Conclusion Hospital admission was independently associated with potentially 
inappropriate prescribing. It is important to determine how hospital admission may affect 
appropriateness of prescribing for older people and how potential adverse consequences 
of admission can be minimised. 
________________________________________________________________________ 

 
Triple therapy in the management of chronic obstructive pulmonary disease: 
systematic review and meta-analysis 
Yayuan Zheng, Jianhong Zhu, Yuyu Liu, et al. 
BMJ 2018; 363 :k4388 (Published 06 November 2018)  
https://www.bmj.com/content/363/bmj.k4388 
 
Abstract 
Objective To compare the rate of moderate to severe exacerbations between triple 
therapy and dual therapy or monotherapy in patients with chronic obstructive pulmonary 
disease (COPD). 

https://www.bmj.com/content/363/bmj.k4524
https://www.bmj.com/content/363/bmj.k4388
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Design Systematic review and meta-analysis of randomised controlled trials. 
Data sources PubMed, Embase, Cochrane databases, and clinical trial registries 
searched from inception to April 2018. 
Eligibility criteria Randomised controlled trials comparing triple therapy with dual therapy 
or monotherapy in patients with COPD were eligible. Efficacy and safety outcomes of 
interest were also available. 
Data extraction and synthesis Data were collected independently. Meta-analyses were 
conducted to calculate rate ratios, hazard ratios, risk ratios, and mean differences with 
95% confidence intervals. Quality of evidence was summarised in accordance with 
GRADE methodology (grading of recommendations assessment, development, and 
evaluation). 
Results 21 trials (19 publications) were included. Triple therapy consisted of a long acting 
muscarinic antagonist (LAMA), long acting β agonist (LABA), and inhaled corticosteroid 
(ICS). Triple therapy was associated with a significantly reduced rate of moderate or 
severe exacerbations compared with LAMA monotherapy (rate ratio 0.71, 95% confidence 
interval 0.60 to 0.85), LAMA and LABA (0.78, 0.70 to 0.88), and ICS and LABA (0.77, 0.66 
to 0.91). Trough forced expiratory volume in 1 second (FEV1) and quality of life were 
favourable with triple therapy. The overall safety profile of triple therapy is reassuring, but 
pneumonia was significantly higher with triple therapy than with dual therapy of LAMA and 
LABA (relative risk 1.53, 95% confidence interval 1.25 to 1.87). 
Conclusions Use of triple therapy resulted in a lower rate of moderate or severe 
exacerbations of COPD, better lung function, and better health related quality of life than 
dual therapy or monotherapy in patients with advanced COPD. 
Study registration Prospero CRD42018077033. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (20 November 2018, Vol. 320, 
No. 19) 
 
Effects of a Multimodal Program Including Simulation on Job Strain Among Nurses 
Working in Intensive Care Units: A Randomized Clinical Trial  
Radia El Khamali, Atika Mouaci, Sabine Valera, et al.  
JAMA. 2018;320(19):1988-1997. doi:10.1001/jama.2018.14284 
https://jamanetwork.com/journals/jama/article-abstract/2710777 
 
Abstract 
Importance Nurses working in an intensive care unit (ICU) are exposed to occupational 
stressors that can increase the risk of stress reactions, long-term absenteeism, and 
turnover. 
Objective To evaluate the effects of a program including simulation in reducing work-
related stress and work-related outcomes among ICU nurses. 
Design, Setting, and Participants Multicenter randomized clinical trial performed at 8 
adult ICUs in France from February 8, 2016, through April 29, 2017. A total of 198 ICU 
nurses were included and followed up for 1 year until April 30, 2018. 
Interventions The ICU nurses who had at least 6 months of ICU experience were 
randomized to the intervention group (n = 101) or to the control group (n = 97). The nurses 
randomized to the intervention group received a 5-day course involving a nursing theory 
recap and situational role-play using simulated scenarios (based on technical dexterity, 
clinical approach, decision making, aptitude to teamwork, and task prioritization), which 
were followed by debriefing sessions on attitude and discussion of practices. 

https://jamanetwork.com/journals/jama/article-abstract/2710777
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Main Outcomes and Measures The primary outcome was the prevalence of job strain 
assessed by combining a psychological demand score greater than 21 (score range, 9 
[best] to 36 [worst]) with a decision latitude score less than 72 (score range, 24 [worst] to 
96 [best]) using the Job Content Questionnaire and evaluated at 6 months. There were 7 
secondary outcomes including absenteeism and turnover. 
Results Among 198 ICU nurses who were randomized (95 aged ≤30 years [48%] and 115 
women [58%]), 182 (92%) completed the trial for the primary outcome. The trial was 
stopped for efficacy at the scheduled interim analysis after enrollment of 198 participants. 
The prevalence of job strain at 6 months was lower in the intervention group than in the 
control group (13% vs 67%, respectively; between-group difference, 54% [95% CI, 40%-
64%]; P < .001). Absenteeism during the 6-month follow-up period was 1% in the 
intervention group compared with 8% in the control group (between-group difference, 7% 
[95% CI, 1%-15%]; P = .03). Four nurses (4%) from the intervention group left the ICU 
during the 6-month follow-up period compared with 12 nurses (12%) from the control 
group (between-group difference, 8% [95% CI, 0%-17%]; P = .04). 
Conclusions and Relevance Among ICU nurses, an intervention that included education, 
role-play, and debriefing resulted in a lower prevalence of job strain at 6 months compared 
with nurses who did not undergo this program. Further research is needed to understand 
which components of the program may have contributed to this result and to evaluate 
whether this program is cost-effective. 
Trial Registration ClinicalTrials.gov Identifier: NCT02672072 
________________________________________________________________________ 

 
Effect of Human Recombinant Alkaline Phosphatase on 7-Day Creatinine Clearance 
in Patients with Sepsis-Associated Acute Kidney Injury: A Randomized Clinical Trial  
Peter Pickkers, Ravindra L. Mehta, Patrick T. Murray, et al. 
JAMA. 2018;320(19):1998-2009. doi:10.1001/jama.2018.14283 
https://jamanetwork.com/journals/jama/article-abstract/2710776 
 
Abstract 
Importance Sepsis-associated acute kidney injury (AKI) adversely affects long-term 
kidney outcomes and survival. Administration of the detoxifying enzyme alkaline 
phosphatase may improve kidney function and survival. 
Objective To determine the optimal therapeutic dose, effect on kidney function, and 
adverse effects of a human recombinant alkaline phosphatase in patients who are critically 
ill with sepsis-associated AKI. 
Design, Setting, and Participants  The STOP-AKI trial was an international (53 recruiting 
sites), randomized, double-blind, placebo-controlled, dose-finding, adaptive phase 2a/2b 
study in 301 adult patients admitted to the intensive care unit with a diagnosis of sepsis 
and AKI. Patients were enrolled between December 2014 and May 2017, and follow-up 
was conducted for 90 days. The final date of follow-up was August 14, 2017. 
Interventions In the intention-to-treat analysis, in part 1 of the trial, patients were 
randomized to receive recombinant alkaline phosphatase in a dosage of 0.4 mg/kg 
(n = 31), 0.8 mg/kg (n = 32), or 1.6 mg/kg (n = 29) or placebo (n = 30), once daily for 3 days, 
to establish the optimal dose. The optimal dose was identified as 1.6 mg/kg based on 
modeling approaches and adverse events. In part 2, 1.6 mg/kg (n = 82) was compared 
with placebo (n = 86). 
Main Outcomes and Measures The primary end point was the time-corrected area under 
the curve of the endogenous creatinine clearance for days 1 through 7, divided by 7 to 
provide a mean daily creatinine clearance (AUC1-7 ECC). Incidence of fatal and nonfatal 
(serious) adverse events ([S]AEs) was also determined. 

https://jamanetwork.com/journals/jama/article-abstract/2710776
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Results Overall, 301 patients were enrolled (men, 70.7%; median age, 67 years 
[interquartile range {IQR}, 59-73]). From day 1 to day 7, median ECC increased from 26.0 
mL/min (IQR, 8.8 to 59.5) to 65.4 mL/min (IQR, 26.7 to 115.4) in the recombinant alkaline 
phosphatase 1.6-mg/kg group vs from 35.9 mL/min (IQR, 12.2 to 82.9) to 61.9 mL/min 
(IQR, 22.7 to 115.2) in the placebo group (absolute difference, 9.5 mL/min [95% CI, −23.9 
to 25.5]; P = .47). Fatal adverse events occurred in 26.3% of patients in the 0.4-mg/kg 
recombinant alkaline phosphatase group; 17.1% in the 0.8-mg/kg group, 17.4% in the 1.6-
mg/kg group, and 29.5% in the placebo group. Rates of nonfatal SAEs were 21.0% for the 
0.4-mg/kg recombinant alkaline phosphatase group, 14.3% for the 0.8-mg/kg group, 
25.7% for the 1.6-mg/kg group, and 20.5% for the placebo group. 
Conclusions and Relevance Among patients who were critically ill with sepsis-associated 
acute kidney injury, human recombinant alkaline phosphatase compared with placebo did 
not significantly improve short-term kidney function. Further research is necessary to 
assess other clinical outcomes. 
Trial Registration ClinicalTrials.gov Identifier: NCT02182440 
________________________________________________________________________ 

 
Effect of Lanreotide on Kidney Function in Patients with Autosomal Dominant 
Polycystic Kidney Disease: The DIPAK 1 Randomized Clinical Trial  
Esther Meijer, Folkert W. Visser, Rene M. M. van Aerts, et al. 
JAMA  .2018;320(19:)2010-2019 . doi:10.1001/jama.2018.15870 
https://jamanetwork.com/journals/jama/fullarticle/2710504 
 
Abstract 
Importance Autosomal dominant polycystic kidney disease (ADPKD) is characterized by 
progressive cyst formation in both kidneys and loss of renal function, eventually leading to 
a need for kidney replacement therapy. There are limited therapeutic management 
options. 
Objective To examine the effect of the somatostatin analogue lanreotide on the rate of 
kidney function loss in patients with later-stage ADPKD. 
Design, Setting, and Participants An open-label randomized clinical trial with blinded 
end point assessment that included 309 patients with ADPKD from July 2012 to March 
2015 at 4 nephrology outpatient clinics in the Netherlands. Eligible patients were 18 to 60 
years of age and had an estimated glomerular filtration rate (eGFR) of 30 to 60 
mL/min/1.73 m 2 . Follow-up of the 2.5-year trial ended in August 2017. 
Interventions   Patients were randomized to receive either lanreotide (120 mg 
subcutaneously once every 4 weeks) in addition to standard care (n = 153) or standard 
care only (target blood pressure  <140/90 mm Hg; n = 152.) 
Main Outcomes and Measures Primary outcome was annual change in eGFR assessed 
as slope through eGFR values during the 2.5-year treatment phase. Secondary outcomes 
included change in eGFR before vs after treatment, incidence of worsening kidney function 
(start of dialysis or 30% decrease in eGFR), change in total kidney volume and change in 
quality of life (range: 1 [not bothered] to 5 [extremely bothered.)] 
Results Among the 309 patients who were randomized (mean [SD] age, 48.4 [7.3] years; 
53.4% women), 261 (85.6%) completed the trial. Annual rate of eGFR decline for the 
lanreotide vs the control group was −3.53 vs −3.46 mL/min/1.73 m 2 per year (difference, 
−0.08; [95% CI, −0.71 to 0.56 ;]P . = 81 .) There were no significant differences for incidence 
of worsening kidney function (hazard ratio, 0.87 [95% CI, 0.49 to 1.52 ;]P . = 87 ,) change in 
eGFR (−3.58 vs −3.45; difference, −0.13 mL/min/1.73 m 2 per year [95% CI, −1.76 to 1.50 ;]
P . = 88 ,) and change in quality of life (0.05 vs 0.07; difference, −0.03 units per year [95% 
CI, −0.13 to 0.08 ;]P . = 67 .) The rate of growth in total kidney volume was lower in the 

https://jamanetwork.com/journals/jama/fullarticle/2710504
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lanreotide group than the control group (4.15% vs 5.56%; difference, −1.33% per year 
[95% CI, −2.41% to −0.24% ;]P . = 02 .) Adverse events in the lanreotide vs control group 
included injection site discomfort (32% vs 0.7%), injection site papule (5.9% vs 0%), loose 
stools (91% vs 6.6%), abdominal discomfort (79% vs 20%), and hepatic cyst infections 
(5.2% vs 0%.) 
Conclusions and Relevance Among patients with later-stage autosomal dominant 
polycystic kidney disease, treatment with lanreotide compared with standard care did not 
slow the decline in kidney function over 2.5 years of follow-up. These findings do not 
support the use of lanreotide for treatment of later-stage autosomal dominant polycystic 
kidney disease. 

Back to Contents 
________________________________________________________________________ 

 
The Lancet (17 November 2018, Vol. 392, No. 10160) 
 
Early clindamycin for bacterial vaginosis in pregnancy (PREMEVA): a multicentre, 
double-blind, randomised controlled trial 
Damien Subtil, Gilles Brabant, Emma Tilloy, et al. 
The Lancet. Volume 392, Issue 10160, P2171-2179, November 17, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31617-9/fulltext 
 
Summary 
Background 
Preterm delivery during pregnancy (<37 weeks' gestation) is a leading cause of perinatal 
mortality and morbidity. Treating bacterial vaginosis during pregnancy can reduce poor 
outcomes, such as preterm birth. We aimed to investigate whether treatment of bacterial 
vaginosis decreases late miscarriages or spontaneous very preterm birth.  
Methods 
PREMEVA was a double-blind randomised controlled trial done in 40 French centres. 
Women aged 18 years or older with bacterial vaginosis and low-risk pregnancy were 
eligible for inclusion and were randomly assigned (2:1) to three parallel groups: single-
course or triple-course 300 mg clindamycin twice-daily for 4 days, or placebo. Women with 
high-risk pregnancy outcomes were eligible for inclusion in a high-risk subtrial and were 
randomly assigned (1:1) to either single-course or triple-course clindamycin. The primary 
outcome was a composite of late miscarriage (16–21 weeks) or spontaneous very preterm 
birth (22–32 weeks), which we assessed in all patients with delivery data (modified 
intention to treat). Adverse events were systematically reported. This study is registered 
with ClinicalTrials.gov, number NCT00642980.  
Findings 
Between April 1, 2006, and June 30, 2011, we screened 84 530 pregnant women before 
14 weeks' gestation. 5630 had bacterial vaginosis, of whom 3105 were randomly assigned 
to groups in the low-risk trial (n=943 to receive single-course clindamycin, n=968 to 
receive triple-course clindamycin, and n=958 to receive placebo) or high-risk subtrial 
(n=122 to receive single-course clindamycin and n=114 to receive triple-course 
clindamycin). In 2869 low-risk pregnancies, the primary outcome occurred in 22 (1·2%) of 
1904 participants receiving clindamycin and 10 (1·0%) of 956 participants receiving 
placebo (relative risk [RR] 1·10, 95% CI 0·53–2·32; p=0·82). In 236 high-risk pregnancies, 
the primary outcome occurred in 5 (4·4%) participants in the triple-course clindamycin 
group and 8 (6·0%) participants in the single-course clindamycin group (RR 0·67, 95% CI 
0·23–2·00; p=0·47). In the low-risk trial, adverse events were more common in the 
clindamycin groups than in the placebo group (58 [3·0%] of 1904 vs 12 [1·3%] of 956; 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31617-9/fulltext
http://clinicaltrials.gov/
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p=0·0035). The most commonly reported adverse event was diarrhoea (30 [1·6%] in the 
clindamycin groups vs 4 [0·4%] in the placebo group; p=0·0071); abdominal pain was also 
observed in the clindamycin groups (9 [0·6%] participants) versus none in the placebo 
group (p=0·034). No severe adverse event was reported in any group. Adverse fetal and 
neonatal outcomes did not differ significantly between groups in the high-risk subtrial.  
Interpretation 
Systematic screening and subsequent treatment for bacterial vaginosis in women with low-
risk pregnancies shows no evidence of risk reduction of late miscarriage or spontaneous 
very preterm birth. Use of antibiotics to prevent preterm delivery in this patient population 
should be reconsidered.  
Funding 
French Ministry of Health. 
________________________________________________________________________ 

 
Efficacy and safety of LY3298176, a novel dual GIP and GLP-1 receptor agonist, in 
patients with type 2 diabetes: a randomised, placebo-controlled and active 
comparator-controlled phase 2 trial 
Juan Pablo Frias, Michael A Nauck, Joanna Van, et al. 
 
The Lancet. Volume 392, Issue 10160, P2180-2193, November 17, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)32260-8/fulltext 
 
Summary 
Background 
LY3298176 is a novel dual glucose-dependent insulinotropic polypeptide (GIP) and 
glucagon-like peptide-1 (GLP-1) receptor agonist that is being developed for the treatment 
of type 2 diabetes. We aimed to examine the efficacy and safety of co-stimulation of the 
GLP-1 and GIP receptors with LY3298176 compared with placebo or selective stimulation 
of GLP-1 receptors with dulaglutide in patients with poorly controlled type 2 diabetes.  
Methods 
In this double-blind, randomised, phase 2 study, patients with type 2 diabetes were 
randomly assigned (1:1:1:1:1:1) to receive either once-weekly subcutaneous LY3298176 
(1 mg, 5 mg, 10 mg, or 15 mg), dulaglutide (1·5 mg), or placebo for 26 weeks. Assignment 
was stratified by baseline glycated haemoglobin A 1c (HbA 1c), metformin use, and body-
mass index (BMI). Eligible participants (aged 18–75) had type 2 diabetes for at least 6 
months (HbA 1c 7·0–10·5%, inclusive), that was inadequately controlled with diet and 
exercise alone or with stable metformin therapy, and a BMI of 23–50 kg/m 2. The primary 
efficacy outcome was change in HbA 1c from baseline to 26 weeks in the modified 
intention-to-treat (mITT) population (all patients who received at least one dose of study 
drug and had at least one postbaseline measurement of any outcome). Secondary 
endpoints, measured in the mITT on treatment dataset, were change in HbA 1c from 
baseline to 12 weeks; change in mean bodyweight, fasting plasma glucose, waist 
circumference, total cholesterol, LDL cholesterol, HDL cholesterol, and triglycerides, and 
proportion of patients reaching the HbA 1c target (≤6·5% and <7·0%) from baseline to 
weeks 12 and 26; and proportion of patients with at least 5% and 10% bodyweight loss 
from baseline to 26 weeks. This study is registered with ClinicalTrials.gov, number 
NCT03131687.  
Findings 
Between May 24, 2017, and March 28, 2018, 555 participants were assessed for eligibility, 
of whom 318 were randomly assigned to one of the six treatment groups. Because two 
participants did not receive treatment, the modified intention-to-treat and safety 

https://www.thelancet.com/journals/lancet/issue/vol392no10160/PIIS0140-6736(18)X0049-X
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)32260-8/fulltext
http://clinicaltrials.gov/
http://clinicaltrials.gov/show/NCT03131687
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populations included 316 participants. 258 (81·7%) participants completed 26 weeks of 
treatment, and 283 (89·6%) completed the study. At baseline, mean age was 57 years (SD 
9), BMI was 32·6 kg/m 2 (5·9), duration from diagnosis of diabetes was 9 years (6), HbA 1c 
was 8·1% (1·0), 53% of patients were men, and 47% were women. At 26 weeks, the effect 
of LY3298176 on change in HbA 1c was dose-dependent and did not plateau. Mean 
changes from baseline in HbA 1c with LY3298176 were −1·06% for 1 mg, −1·73% for 5 
mg, −1·89% for 10 mg, and −1·94% for 15 mg, compared with −0·06% for placebo 
(posterior mean differences [80% credible set] vs placebo: −1·00% [–1·22 to −0·79] for 1 
mg, −1·67% [–1·88 to −1·46] for 5 mg, −1·83% [–2·04 to −1·61] for 10 mg, and −1·89% [–
2·11 to −1·67] for 15 mg). Compared with dulaglutide (−1·21%) the posterior mean 
differences (80% credible set) for change in HbA 1c from baseline to 26 weeks with the 
LY3298176 doses were 0·15% (−0·08 to 0·38) for 1 mg, −0·52% (−0·72 to −0·31) for 5 
mg, −0·67% (−0·89 to −0·46) for 10 mg, and −0·73% (−0·95 to −0·52) for 15 mg. At 26 
weeks, 33–90% of patients treated with LY3298176 achieved the HbA 1c target of less 
than 7·0% (vs 52% with dulaglutide, 12% with placebo) and 15–82% achieved the HbA 1c 
target of at least 6·5% (vs 39% with dulaglutide, 2% with placebo). Changes in fasting 
plasma glucose ranged from −0·4 mmol/L to −3·4 mmol/L for LY3298176 (vs 0·9 mmol/L 
for placebo, −1·2 mmol/L for dulaglutide). Changes in mean bodyweight ranged from −0·9 
kg to −11·3 kg for LY3298176 (vs −0·4 kg for placebo, −2·7 kg for dulaglutide). At 26 
weeks, 14–71% of those treated with LY3298176 achieved the weight loss target of at 
least 5% (vs 22% with dulaglutide, 0% with placebo) and 6–39% achieved the weight loss 
target of at least 10% (vs 9% with dulaglutide, 0% with placebo). Changes in waist 
circumference ranged from −2·1 cm to −10·2 cm for LY3298176 ( vs −1·3 cm for placebo, 
−2·5 cm for dulaglutide). Changes in total cholesterol ranged from 0·2 mmol/L to −0·3 
mmol/L for LY3298176 (vs 0·3 mmol/L for placebo, −0·2 mmol/L for dulaglutide). Changes 
in HDL or LDL cholesterol did not differ between the LY3298176 and placebo groups. 
Changes in triglyceride concentration ranged from 0 mmol/L to −0·8 mmol/L for 
LY3298176 (vs 0·3 mmol/L for placebo, −0·3 mmol/L for dulaglutide). The 12-week 
outcomes were similar to those at 26 weeks for all secondary outcomes. 13 (4%) of 316 
participants across the six treatment groups had 23 serious adverse events in total. 
Gastrointestinal events (nausea, diarrhoea, and vomiting) were the most common 
treatment-emergent adverse events. The incidence of gastrointestinal events was dose-
related (23·1% for 1 mg LY3298176, 32·7% for 5 mg LY3298176, 51·0% for 10 mg 
LY3298176, and 66·0% for 15 mg LY3298176, 42·6% for dulaglutide, 9·8% for placebo); 
most events were mild to moderate in intensity and transient. Decreased appetite was the 
second most common adverse event (3·8% for 1 mg LY3298176, 20·0% for 5 mg 
LY3298176, 25·5% for 10 mg LY3298176, 18·9% for 15 mg LY3298176, 5·6% for 
dulaglutide, 2·0% for placebo). There were no reports of severe hypoglycaemia. One 
patient in the placebo group died from lung adenocarcinoma stage IV, which was 
unrelated to study treatment.  
Interpretation 
The dual GIP and GLP-1 receptor agonist, LY3298176, showed significantly better efficacy 
with regard to glucose control and weight loss than did dulaglutide, with an acceptable 
safety and tolerability profile. Combined GIP and GLP-1 receptor stimulation might offer a 
new therapeutic option in the treatment of type 2 diabetes.  
Funding 
Eli Lilly and Company. 
________________________________________________________________________ 

 
Adverse outcomes after arthroscopic partial meniscectomy: a study of 700 000 
procedures in the national Hospital Episode Statistics database for England 
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Simon G F Abram, Andrew Judge, David J Beard, Andrew J Price 
The Lancet. Volume 392, Issue 10160, P2194-2202, November 17, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31771-9/fulltext 
 
Summary 
Background 
Arthroscopic partial meniscectomy is one of the most common orthopaedic procedures 
worldwide. Clinical trial evidence published in the past 6 years, however, has raised 
questions about the effectiveness of the procedure in some patient groups. In view of 
concerns about potential overuse, we aimed to establish the true risk of serious 
complications after arthroscopic partial meniscectomy. 
Methods 
We analysed national Hospital Episode Statistics data for all arthroscopic partial 
meniscectomies done in England between April 1, 1997, and March 31, 2017. 
Simultaneous or staged (within 6 months) bilateral cases were excluded. We identified 
complications occurring in the 90 days after the index procedure. The primary outcome 
was the occurrence of at least one serious complication within 90 days, which was defined 
as either myocardial infarction, stroke, pulmonary embolism, infection requiring surgery, 
fasciotomy, neurovascular injury, or death. Logistic regression modelling was used to 
identify factors associated with complications and, when possible, risk was compared with 
general population data. 
Findings 
During the study period 1 088 782 arthroscopic partial meniscectomies were done, 
699 965 of which were eligible for analysis. Within 90 days, serious complications occurred 
in 2218 (0·317% [95% CI 0·304–0·330]) cases, including 546 pulmonary embolisms 
(0·078% [95% CI 0·072–0·085]) and 944 infections necessitating further surgery (0·135% 
[95% CI 0·126–0·144]). Increasing age (adjusted odds ratio [OR] 1·247 per decade [95% 
CI 1·208–1·288) and modified Charlson comorbidity index (adjusted OR 1·860 per 10 units 
[95% CI 1·708–2·042]) were associated with an increased risk of serious complications. 
Female sex was associated with a reduced risk of serious complications (adjusted OR 
0·640 [95% CI 0·580–0·705). The risk of mortality fell over time (adjusted OR 0·965 per 
year [95% CI 0·937–0·994]). Mortality, myocardial infarction, and stroke occurred less 
frequently in the study cohort than in the general population. The risks of infection and 
pulmonary embolism did not change during the study, and were significantly higher in the 
study cohort than in the general population. For every 1390 (95% CI 1272–1532) fewer 
knee arthroscopies done, one pulmonary embolism could be prevented. For every 749 
(95% CI 704–801) fewer procedures done, one native knee joint infection could be 
prevented. 
Interpretation 
Overall, the risk associated with undergoing arthroscopic partial meniscectomy was low. 
However, some rare but serious complications (including pulmonary embolism and 
infection) are associated with the procedure, and the risks have not fallen with time. In 
view of uncertainty about the effectiveness of arthroscopic partial meniscectomy, an 
appreciation of relative risks is crucial for patients and clinicians. Our data provide a basis 
for decision making and consent. 
Funding 
UK National Institute for Health Research. 
________________________________________________________________________ 

 

Mortality due to low-quality health systems in the universal health coverage era: a 
systematic analysis of amenable deaths in 137 countries 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31771-9/fulltext
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Margaret E Kruk, Anna D Gage, Naima T Joseph, et al. 
The Lancet. Volume 392, Issue 10160, P2203-2212, November 17, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31668-4/fulltext 
 
Summary 
Background 
Universal health coverage has been proposed as a strategy to improve health in low-
income and middle-income countries (LMICs). However, this is contingent on the provision 
of good-quality health care. We estimate the excess mortality for conditions targeted in the 
Sustainable Development Goals (SDG) that are amenable to health care and the portion of 
this excess mortality due to poor-quality care in 137 LMICs, in which excess mortality 
refers to deaths that could have been averted in settings with strong health systems. 
Methods 
Using data from the 2016 Global Burden of Disease study, we calculated mortality 
amenable to personal health care for 61 SDG conditions by comparing case fatality 
between each LMIC with corresponding numbers from 23 high-income reference countries 
with strong health systems. We used data on health-care utilisation from population 
surveys to separately estimate the portion of amenable mortality attributable to non-
utilisation of health care versus that attributable to receipt of poor-quality care. 
Findings 
15·6 million excess deaths from 61 conditions occurred in LMICs in 2016. After excluding 
deaths that could be prevented through public health measures, 8·6 million excess deaths 
were amenable to health care of which 5·0 million were estimated to be due to receipt of 
poor-quality care and 3·6 million were due to non-utilisation of health care. Poor quality of 
health care was a major driver of excess mortality across conditions, from cardiovascular 
disease and injuries to neonatal and communicable disorders. 
Interpretation 
Universal health coverage for SDG conditions could avert 8·6 million deaths per year but 
only if expansion of service coverage is accompanied by investments into high-quality 
health systems. 
Funding 
Bill & Melinda Gates Foundation. 
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The New England Journal of Medicine (15 November 2018, Vol. 378, No. 20) 
 
Minimally Invasive versus Abdominal Radical Hysterectomy for Cervical Cancer 
Pedro T. Ramirez, Michael Frumovitz, Rene Pareja, et al.  
N Engl J Med 2018; 379:1895-1904. November 15, 2018. DOI: 10.1056/NEJMoa1806395 
https://www.nejm.org/doi/full/10.1056/NEJMoa1806395 
 
Abstract 
Background 
There are limited data from retrospective studies regarding whether survival outcomes 
after laparoscopic or robot-assisted radical hysterectomy (minimally invasive surgery) are 
equivalent to those after open abdominal radical hysterectomy (open surgery) among 
women with early-stage cervical cancer. 
Methods 
In this trial involving patients with stage IA1 (lymphovascular invasion), IA2, or IB1 cervical 
cancer and a histologic subtype of squamous-cell carcinoma, adenocarcinoma, or 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31668-4/fulltext
https://www.nejm.org/doi/full/10.1056/NEJMoa1806395


 - 12 - 

adenosquamous carcinoma, we randomly assigned patients to undergo minimally invasive 
surgery or open surgery. The primary outcome was the rate of disease-free survival at 4.5 
years, with noninferiority claimed if the lower boundary of the two-sided 95% confidence 
interval of the between-group difference (minimally invasive surgery minus open surgery) 
was greater than −7.2 percentage points (i.e., closer to zero). 
Results 
A total of 319 patients were assigned to minimally invasive surgery and 312 to open 
surgery. Of the patients who were assigned to and underwent minimally invasive surgery, 
84.4% underwent laparoscopy and 15.6% robot-assisted surgery. Overall, the mean age 
of the patients was 46.0 years. Most patients (91.9%) had stage IB1 disease. The two 
groups were similar with respect to histologic subtypes, the rate of lymphovascular 
invasion, rates of parametrial and lymph-node involvement, tumor size, tumor grade, and 
the rate of use of adjuvant therapy. The rate of disease-free survival at 4.5 years was 
86.0% with minimally invasive surgery and 96.5% with open surgery, a difference of −10.6 
percentage points (95% confidence interval [CI], −16.4 to −4.7). Minimally invasive surgery 
was associated with a lower rate of disease-free survival than open surgery (3-year rate, 
91.2% vs. 97.1%; hazard ratio for disease recurrence or death from cervical cancer, 3.74; 
95% CI, 1.63 to 8.58), a difference that remained after adjustment for age, body-mass 
index, stage of disease, lymphovascular invasion, and lymph-node involvement; minimally 
invasive surgery was also associated with a lower rate of overall survival (3-year rate, 
93.8% vs. 99.0%; hazard ratio for death from any cause, 6.00; 95% CI, 1.77 to 20.30). 
Conclusions 
In this trial, minimally invasive radical hysterectomy was associated with lower rates of 
disease-free survival and overall survival than open abdominal radical hysterectomy 
among women with early-stage cervical cancer. (Funded by the University of Texas M.D. 
Anderson Cancer Center and Medtronic; LACC ClinicalTrials.gov number, NCT00614211.) 
________________________________________________________________________ 

 
Survival after Minimally Invasive Radical Hysterectomy for Early-Stage Cervical 
Cancer 
Alexander Melamed, Daniel J. Margul, Ling Chen, et al. 
N Engl J Med 2018; 379:1905-1914. November 15, 2018. DOI: 10.1056/NEJMoa1804923 
https://www.nejm.org/doi/full/10.1056/NEJMoa1804923 
 
Abstract 
Background 
Minimally invasive surgery was adopted as an alternative to laparotomy (open surgery) for 
radical hysterectomy in patients with early-stage cervical cancer before high-quality 
evidence regarding its effect on survival was available. We sought to determine the effect 
of minimally invasive surgery on all-cause mortality among women undergoing radical 
hysterectomy for cervical cancer. 
Methods 
We performed a cohort study involving women who underwent radical hysterectomy for 
stage IA2 or IB1 cervical cancer during the 2010–2013 period at Commission on Cancer–
accredited hospitals in the United States. The study used inverse probability of treatment 
propensity-score weighting. We also conducted an interrupted time-series analysis 
involving women who underwent radical hysterectomy for cervical cancer during the 2000–
2010 period, using the Surveillance, Epidemiology, and End Results program database. 
Results 
In the primary analysis, 1225 of 2461 women (49.8%) underwent minimally invasive 
surgery. Women treated with minimally invasive surgery were more often white, privately 

https://www.nejm.org/toc/nejm/379/20?query=article_issue_link
https://www.nejm.org/doi/full/10.1056/NEJMoa1804923
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insured, and from ZIP Codes with higher socioeconomic status, had smaller, lower-grade 
tumors, and were more likely to have received a diagnosis later in the study period than 
women who underwent open surgery. Over a median follow-up of 45 months, the 4-year 
mortality was 9.1% among women who underwent minimally invasive surgery and 5.3% 
among those who underwent open surgery (hazard ratio, 1.65; 95% confidence interval 
[CI], 1.22 to 2.22; P=0.002 by the log-rank test). Before the adoption of minimally invasive 
radical hysterectomy (i.e., in the 2000–2006 period), the 4-year relative survival rate 
among women who underwent radical hysterectomy for cervical cancer remained stable 
(annual percentage change, 0.3%; 95% CI, −0.1 to 0.6). The adoption of minimally 
invasive surgery coincided with a decline in the 4-year relative survival rate of 0.8% (95% 
CI, 0.3 to 1.4) per year after 2006 (P=0.01 for change of trend). 
Conclusions 
In an epidemiologic study, minimally invasive radical hysterectomy was associated with 
shorter overall survival than open surgery among women with stage IA2 or IB1 cervical 
carcinoma. (Funded by the National Cancer Institute and others.) 
________________________________________________________________________ 

 
Prednisone for the Prevention of Paradoxical Tuberculosis-Associated IRIS 
Graeme Meintjes, Cari Stek, Lisette Blumenthal, et al. for the PredART Trial Team 
N Engl J Med 2018; 379:1915-1925. November 15, 2018. DOI: 10.1056/NEJMoa1800762 
https://www.nejm.org/doi/full/10.1056/NEJMoa1800762 
 
Abstract 
Background 
Early initiation of antiretroviral therapy (ART) in human immunodeficiency virus (HIV)–
infected patients who have tuberculosis reduces mortality among patients with low CD4 
counts, but it increases the risk of paradoxical tuberculosis-associated immune 
reconstitution inflammatory syndrome (IRIS). 
Methods 
We conducted this randomized, double-blind, placebo-controlled trial to assess whether 
prophylactic prednisone can safely reduce the incidence of paradoxical tuberculosis-
associated IRIS in patients at high risk for the syndrome. We enrolled HIV-infected 
patients who were initiating ART (and had not previously received ART), had started 
tuberculosis treatment within 30 days before initiating ART, and had a CD4 count of 100 
cells or fewer per microliter. Patients received either prednisone (at a dose of 40 mg per 
day for 14 days, then 20 mg per day for 14 days) or placebo. The primary end point was 
the development of tuberculosis-associated IRIS within 12 weeks after initiating ART, as 
adjudicated by an independent committee. 
Results 
Among the 240 patients who were enrolled, the median age was 36 (interquartile range, 
30 to 42), 60% were men, and 73% had microbiologically confirmed tuberculosis; the 
median CD4 count was 49 cells per microliter (interquartile range, 24 to 86), and the 
median HIV type 1 RNA viral load was 5.5 log10 copies per milliliter (interquartile range, 5.2 
to 5.9). A total of 120 patients were assigned to each group, and 18 patients were lost to 
follow-up or withdrew. Tuberculosis-associated IRIS was diagnosed in 39 patients (32.5%) 
in the prednisone group and in 56 (46.7%) in the placebo group (relative risk, 0.70; 95% 
confidence interval [CI], 0.51 to 0.96; P=0.03). Open-label glucocorticoids were prescribed 
to treat tuberculosis-associated IRIS in 16 patients (13.3%) in the prednisone group and in 
34 (28.3%) in the placebo group (relative risk, 0.47; 95% CI, 0.27 to 0.81). There were five 
deaths in the prednisone group and four in the placebo group (P=1.00). Severe infections 
(acquired immunodeficiency syndrome–defining illnesses or invasive bacterial infections) 

https://www.nejm.org/doi/full/10.1056/NEJMoa1800762
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occurred in 11 patients in the prednisone group and in 18 patients in the placebo group 
(P=0.23). One case of Kaposi’s sarcoma occurred in the placebo group. 
Conclusions 
Prednisone treatment during the first 4 weeks after the initiation of ART for HIV infection 
resulted in a lower incidence of tuberculosis-associated IRIS than placebo, without 
evidence of an increased risk of severe infections or cancers. (Funded by the European 
and Developing Countries Clinical Trials Partnership and others; PredART 
ClinicalTrials.gov number, NCT01924286.) 
________________________________________________________________________ 

 
Overall Survival with Palbociclib and Fulvestrant in Advanced Breast Cancer 
Nicholas C. Turner, Dennis J. Slamon, Jungsil Ro, et al. 
N Engl J Med 2018; 379:1926-1936. November 15, 2018.DOI: 10.1056/NEJMoa1810527 
https://www.nejm.org/doi/full/10.1056/NEJMoa1810527 
 
Abstract 
Background 
The cyclin-dependent kinase 4 and 6 (CDK4/6) inhibitor palbociclib, in combination with 
fulvestrant therapy, prolongs progression-free survival among patients with hormone-
receptor–positive, human epidermal growth factor receptor 2 (HER2)–negative advanced 
breast cancer. We report the results of a prespecified analysis of overall survival. 
Methods 
We randomly assigned patients with hormone-receptor–positive, HER2-negative advanced 
breast cancer who had progression or relapse during previous endocrine therapy to 
receive palbociclib plus fulvestrant or placebo plus fulvestrant. We analyzed overall 
survival; the effect of palbociclib according to the prespecified stratification factors of 
presence or absence of sensitivity to endocrine therapy, presence or absence of visceral 
metastatic disease, and menopausal status; the efficacy of subsequent therapies after 
disease progression; and safety. 
Results 
Among 521 patients who underwent randomization, the median overall survival was 34.9 
months (95% confidence interval [CI], 28.8 to 40.0) in the palbociclib–fulvestrant group and 
28.0 months (95% CI, 23.6 to 34.6) in the placebo–fulvestrant group (hazard ratio for 
death, 0.81; 95% CI, 0.64 to 1.03; P=0.09; absolute difference, 6.9 months). CDK4/6 
inhibitor treatment after the completion of the trial regimen occurred in 16% of the patients 
in the placebo–fulvestrant group. Among 410 patients with sensitivity to previous 
endocrine therapy, the median overall survival was 39.7 months (95% CI, 34.8 to 45.7) in 
the palbociclib–fulvestrant group and 29.7 months (95% CI, 23.8 to 37.9) in the placebo–
fulvestrant group (hazard ratio, 0.72; 95% CI, 0.55 to 0.94; absolute difference, 10.0 
months). The median duration of subsequent therapy was similar in the two groups, and 
the median time to the receipt of chemotherapy was 17.6 months in the palbociclib–
fulvestrant group, as compared with 8.8 months in the placebo–fulvestrant group (hazard 
ratio, 0.58; 95% CI, 0.47 to 0.73; P<0.001). No new safety signals were observed with 
44.8 months of follow-up. 
Conclusions 
Among patients with hormone-receptor–positive, HER2-negative advanced breast cancer 
who had sensitivity to previous endocrine therapy, treatment with palbociclib–fulvestrant 
resulted in longer overall survival than treatment with placebo–fulvestrant. The differences 
in overall survival in the entire trial group were not significant. (Funded by Pfizer; 
PALOMA-3 ClinicalTrials.gov number, NCT01942135.) 

Back to Contents 

https://www.nejm.org/doi/full/10.1056/NEJMoa1810527


 - 15 - 

________________________________________________________________________ 

 
Sources  
 

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

JAMA: The Journal of the American Medical 
Association  

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

The Lancet www.thelancet.com 

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

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

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

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

 
https://openathens.nice.org.uk
/ 
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New Library Website URL 
 

We are now www.uhdblibrary.co.uk 
 

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

 

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

http://www.uhdblibrary.co.uk/e-resources
https://openathens.nice.org.uk/
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Further information can be found via this link:  
http://www.uhdblibrary.co.uk/current-awareness 
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   New e-learning modules 
 
Struggling to search published literature effectively? Knowledge for Healthcare (KfH) 
and Health Education England have published a suite of e-learning modules. More 
information can be found on our website: http://www.uhdblibrary.co.uk/e-learning 
 

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

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