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Genetic risk, incident stroke, and the benefits of adhering to a healthy lifestyle: 
Cohort study of 306 473 UK Biobank participants 
Loes CA Rutten-Jacobs, Susanna C Larsson, Rainer Malik, et al. 
BMJ 2018; 363 (Published 24 October 2018) 
https://www.bmj.com/content/363/bmj.k4168 
 
Abstract 
Objective To evaluate the associations of a polygenic risk score and healthy lifestyle with 
incident stroke. 
Design Prospective population based cohort study. 
Setting UK Biobank Study, UK. 
Participants 306 473 men and women, aged 40-73 years, recruited between 2006 and 
2010. 
Main outcome measure Hazard ratios for a first stroke, estimated using Cox regression. 
A polygenic risk score of 90 single nucleotide polymorphisms previously associated with 
stroke was constructed at P<1×10−5 to test for an association with incident stroke. 
Adherence to a healthy lifestyle was determined on the basis of four factors: non-smoker, 
healthy diet, body mass index <30 kg/m2, and regular physical exercise. 
Results During a median follow-up of 7.1 years (2 138 443 person years), 2077 incident 
strokes (1541 ischaemic stroke, 287 intracerebral haemorrhage, and 249 subarachnoid 
haemorrhage) were ascertained. The risk of incident stroke was 35% higher among those 
at high genetic risk (top third of polygenic score) compared with those at low genetic risk 
(bottom third): hazard ratio 1.35 (95% confidence interval 1.21 to 1.50), P=3.9×10−8. 
Unfavourable lifestyle (0 or 1 healthy lifestyle factors) was associated with a 66% 
increased risk of stroke compared with a favourable lifestyle (3 or 4 healthy lifestyle 
factors): 1.66 (1.45 to 1.89), P=1.19×10−13. The association with lifestyle was independent 
of genetic risk stratums. 
Conclusion In this cohort study, genetic and lifestyle factors were independently 
associated with incident stroke. These results emphasise the benefit of entire populations 
adhering to a healthy lifestyle, independent of genetic risk. 
________________________________________________________________________ 

 
Efficacy, effectiveness, and safety of herpes zoster vaccines in adults aged 50 and 
older: Systematic review and network meta-analysis 
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BMJ 2018; 363 (Published 25 October 2018) 
https://www.bmj.com/content/363/bmj.k4029 
 
Abstract 
Objective To compare the efficacy, effectiveness, and safety of the herpes zoster live 
attenuated vaccine with the herpes zoster adjuvant recombinant subunit vaccine or 
placebo for adults aged 50 and older. 
Design Systematic review with bayesian meta-analysis and network meta-analysis. 
Data sources Medline, Embase, and Cochrane Library (inception to January 2017), grey 
literature, and reference lists of included studies. 
Eligibility criteria for study selection Experimental, quasi-experimental, and 
observational studies that compared the live attenuated vaccine with the adjuvant 
recombinant subunit vaccine, placebo, or no vaccine in adults aged 50 and older. Relevant 
outcomes were incidence of herpes zoster (primary outcome), herpes zoster 
ophthalmicus, post-herpetic neuralgia, quality of life, adverse events, and death. 
Results 27 studies (22 randomised controlled trials) including 2 044 504 patients, along 
with 18 companion reports, were included after screening 2037 titles and abstracts, 
followed by 175 full text articles. Network meta-analysis of five randomised controlled trials 
found no statistically significant differences between the live attenuated vaccine and 
placebo for incidence of laboratory confirmed herpes zoster. The adjuvant recombinant 
subunit vaccine, however, was statistically superior to both the live attenuated vaccine 
(vaccine efficacy 85%, 95% credible interval 31% to 98%) and placebo (94%, 79% to 
98%). Network meta-analysis of 11 randomised controlled trials showed the adjuvant 
recombinant subunit vaccine to be associated with statistically more adverse events at 
injection sites than the live attenuated vaccine (relative risk 1.79, 95% credible interval 
1.05 to 2.34; risk difference 30%, 95% credible interval 2% to 51%) and placebo (5.63, 
3.57 to 7.29 and 53%, 30% to 73%, respectively). Network meta-analysis of nine 
randomised controlled trials showed the adjuvant recombinant subunit vaccine to be 
associated with statistically more systemic adverse events than placebo (2.28, 1.45 to 3.65 
and 20%, 6% to 40%, respectively). 
Conclusions Using the adjuvant recombinant subunit vaccine might prevent more cases 
of herpes zoster than using the live attenuated vaccine, but the adjuvant recombinant 
subunit vaccine also carries a greater risk of adverse events at injection sites. 
________________________________________________________________________ 

 
Angiotensin converting enzyme inhibitors and risk of lung cancer: Population based 
cohort study 
Blánaid M Hicks, Kristian B Filion, Hui Yin, et al. 
BMJ 2018; 363 (Published 24 October 2018) 
https://www.bmj.com/content/363/bmj.k4209 
 
Abstract 
Objective To determine whether the use of angiotensin converting enzyme inhibitors 
(ACEIs), compared with use of angiotensin receptor blockers, is associated with an 
increased risk of lung cancer. 
Design Population based cohort study. 
Setting United Kingdom Clinical Practice Research Datalink. 
Participants A cohort of 992 061 patients newly treated with antihypertensive drugs 
between 1 January 1995 and 31 December 2015 was identified and followed until 31 
December 2016. 
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Main outcome measures Cox proportional hazards models were used to estimate 
adjusted hazard ratios with 95% confidence intervals of incident lung cancer associated 
with the time varying use of ACEIs, compared with use of angiotensin receptor blockers, 
overall, by cumulative duration of use, and by time since initiation. 
Results The cohort was followed for a mean of 6.4 (SD 4.7) years, generating 7952 
incident lung cancer events (crude incidence 1.3 (95% confidence interval 1.2 to 1.3) per 
1000 person years). Overall, use of ACEIs was associated with an increased risk of lung 
cancer (incidence rate 1.6 v 1.2 per 1000 person years; hazard ratio 1.14, 95% confidence 
interval 1.01 to 1.29), compared with use of angiotensin receptor blockers. Hazard ratios 
gradually increased with longer durations of use, with an association evident after five 
years of use (hazard ratio 1.22, 1.06 to 1.40) and peaking after more than 10 years of use 
(1.31, 1.08 to 1.59). Similar findings were observed with time since initiation. 
Conclusions In this population based cohort study, the use of ACEIs was associated with 
an increased risk of lung cancer. The association was particularly elevated among people 
using ACEIs for more than five years. Additional studies, with long term follow-up, are 
needed to investigate the effects of these drugs on incidence of lung cancer. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (30 October 2018, Vol. 320, No. 
16) 
 
Effects of Myo-inositol on Type 1 Retinopathy of Prematurity Among Preterm Infants 
<28 Weeks’ Gestational Age: A Randomized Clinical Trial  
Dale L. Phelps; Kristi L. Watterberg; Tracy L. Nolen; et al.  
JAMA. 2018;320(16):1649-1658. doi:10.1001/jama.2018.14996 
https://jamanetwork.com/journals/jama/article-abstract/2708112 
 
Abstract 
Importance Previous studies of myo-inositol in preterm infants with respiratory distress 
found reduced severity of retinopathy of prematurity (ROP) and less frequent ROP, death, 
and intraventricular hemorrhage. However, no large trials have tested its efficacy or safety. 
Objective To test the adverse events and efficacy of myo-inositol to reduce type 1 ROP 
among infants younger than 28 weeks’ gestational age. 
Design, Setting, and Participants Randomized clinical trial included 638 infants younger 
than 28 weeks’ gestational age enrolled from 18 neonatal intensive care centers 
throughout the United States from April 17, 2014, to September 4, 2015; final date of 
follow-up was February 12, 2016. The planned enrollment of 1760 participants would 
permit detection of an absolute reduction in death or type 1 ROP of 7% with 90% power. 
The trial was terminated early due to a statistically significantly higher mortality rate in the 
myo-inositol group. 
Interventions A 40-mg/kg dose of myo-inositol was given every 12 hours (initially 
intravenously, then enterally when feeding; n = 317) or placebo (n = 321) for up to 10 
weeks. 
Main Outcomes and Measures Type 1 ROP or death before determination of ROP 
outcome was designated as unfavorable. The designated favorable outcome was survival 
without type 1 ROP. 
Results Among 638 infants (mean, 26 weeks’ gestational age; 50% male), 632 (99%) 
received the trial drug or placebo and 589 (92%) had a study outcome. Death or type 1 
ROP occurred more often in the myo-inositol group vs the placebo group (29% vs 21%, 
respectively; adjusted risk difference, 7% [95% CI, 0%-13%]; adjusted relative risk, 1.41 

https://jamanetwork.com/journals/jama/article-abstract/2708112
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[95% CI, 1.08-1.83], P = .01). All-cause death before 55 weeks’ postmenstrual age 
occurred in 18% of the myo-inositol group and in 11% of the placebo group (adjusted risk 
difference, 6% [95% CI, 0%-11%]; adjusted relative risk, 1.66 [95% CI, 1.14-2.43], 
P = .007). The most common serious adverse events up to 7 days of receiving the ending 
dose were necrotizing enterocolitis (6% for myo-inositol vs 4% for placebo), poor perfusion 
or hypotension (7% vs 4%, respectively), intraventricular hemorrhage (10% vs 9%), 
systemic infection (16% vs 11%), and respiratory distress (15% vs 13%). 
Conclusions and Relevance Among premature infants younger than 28 weeks’ 
gestational age, treatment with myo-inositol for up to 10 weeks did not reduce the risk of 
type 1 ROP or death vs placebo. These findings do not support the use of myo-inositol 
among premature infants; however, the early termination of the trial limits definitive 
conclusions 
________________________________________________________________________ 

 
Long-term Rate of Mesh Sling Removal Following Midurethral Mesh Sling Insertion 
Among Women With Stress Urinary Incontinence  
Ipek Gurol-Urganci; Rebecca S. Geary; Jil B. Mamza; et al.  
JAMA. 2018;320(16):1659-1669. doi:10.1001/jama.2018.14997  
https://jamanetwork.com/journals/jama/article-abstract/2708113 
 
Abstract 
Importance There is concern about outcomes of midurethral mesh sling insertion for 
women with stress urinary incontinence. However, there is little evidence on long-term 
outcomes. 
Objective To examine long-term mesh removal and reoperation rates in women who had 
a midurethral mesh sling insertion for stress urinary incontinence. 
Design, Setting, and Participants  This population-based retrospective cohort study 
included 95 057 women aged 18 years or older who had a first-ever midurethral mesh 
sling insertion for stress urinary incontinence in the National Health Service hospitals in 
England between April 1, 2006, and December 31, 2015. Women were followed up until 
April 1, 2016. 
Exposures Patient and hospital factors and retropubic or transobturator mesh sling 
insertions. 
Main Outcomes and Measures The primary outcome was the risk of midurethral mesh 
sling removal (partial or total) and secondary outcomes were reoperation for stress urinary 
incontinence and any reoperation including mesh removal, calculated with death as 
competing risk. A multivariable Fine-Gray model was used to calculate subdistribution 
hazard ratios as estimates of relative risk. 
Results The study population consisted of 95 057 women (median age, 51 years; 
interquartile range, 44-61 years) with first midurethral mesh sling insertion, including 
60 194 with retropubic insertion and 34 863 with transobturator insertion. The median 
follow-up time was 5.5 years (interquartile range, 3.2-7.5 years). The rate of midurethral 
mesh sling removal was 1.4% (95% CI, 1.3%-1.4%) at 1 year, 2.7% (95% CI, 2.6%-2.8%) 
at 5 years, and 3.3% (95% CI, 3.2%-3.4%) at 9 years. Risk of removal declined with age. 
The 9-year removal risk after transobturator insertion (2.7% [95% CI, 2.4%-2.9%]) was 
lower than the risk after retropubic insertion (3.6% [95% CI, 3.5%-3.8%]; subdistribution 
hazard ratio, 0.72 [95% CI, 0.62-0.84]). The rate of reoperation for stress urinary 
incontinence was 1.3% (95% CI, 1.3%-1.4%) at 1 year, 3.5% (95% CI, 3.4%-3.6%) at 5 
years, and 4.5% (95% CI, 4.3%-4.7%) at 9 years. The rate of any reoperation, including 
mesh removal, was 2.6% (95% CI, 2.5%-2.7%) at 1 year, 5.5% (95% CI, 5.4%-5.7%) at 5 
years, and 6.9% (95% CI, 6.7%-7.1%) at 9 years. 
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Conclusions and Relevance Among women undergoing midurethral mesh sling 
insertion, the rate of mesh sling removal at 9 years was estimated as 3.3%. These findings 
may guide women and their surgeons when making decisions about surgical treatment of 
stress urinary incontinence. 

Back to Contents 
________________________________________________________________________ 

 

The Lancet (27 October 2018, Vol. 392, No. 10157) 
 
Albiglutide and cardiovascular outcomes in patients with type 2 diabetes and 
cardiovascular disease (Harmony Outcomes): A double-blind, randomised placebo-
controlled trial 
Adrian F Hernandez, Jennifer B Green, Salim Janmohamed, et al. 
The Lancet: Volume 392, ISSUE 10157, P1519-1529, October 27, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)32261-X/fulltext 
 
Summary 
Background 
Glucagon-like peptide 1 receptor agonists differ in chemical structure, duration of action, 
and in their effects on clinical outcomes. The cardiovascular effects of once-weekly 
albiglutide in type 2 diabetes are unknown. We aimed to determine the safety and efficacy 
of albiglutide in preventing cardiovascular death, myocardial infarction, or stroke.  
Methods 
We did a double-blind, randomised, placebo-controlled trial in 610 sites across 28 
countries. We randomly assigned patients aged 40 years and older with type 2 diabetes 
and cardiovascular disease (at a 1:1 ratio) to groups that either received a subcutaneous 
injection of albiglutide (30–50 mg, based on glycaemic response and tolerability) or of a 
matched volume of placebo once a week, in addition to their standard care. Investigators 
used an interactive voice or web response system to obtain treatment assignment, and 
patients and all study investigators were masked to their treatment allocation. We 
hypothesised that albiglutide would be non-inferior to placebo for the primary outcome of 
the first occurrence of cardiovascular death, myocardial infarction, or stroke, which was 
assessed in the intention-to-treat population. If non-inferiority was confirmed by an upper 
limit of the 95% CI for a hazard ratio of less than 1·30, closed testing for superiority was 
prespecified. This study is registered with ClinicalTrials.gov, number NCT02465515.  
Findings 
Patients were screened between July 1, 2015, and Nov 24, 2016. 10 793 patients were 
screened and 9463 participants were enrolled and randomly assigned to groups: 4731 
patients were assigned to receive albiglutide and 4732 patients to receive placebo. On 
Nov 8, 2017, it was determined that 611 primary endpoints and a median follow-up of at 
least 1·5 years had accrued, and participants returned for a final visit and discontinuation 
from study treatment; the last patient visit was on March 12, 2018. These 9463 patients, 
the intention-to-treat population, were evaluated for a median duration of 1·6 years and 
were assessed for the primary outcome. The primary composite outcome occurred in 338 
(7%) of 4731 patients at an incidence rate of 4·6 events per 100 person-years in the 
albiglutide group and in 428 (9%) of 4732 patients at an incidence rate of 5·9 events per 
100 person-years in the placebo group (hazard ratio 0·78, 95% CI 0·68–0·90), which 
indicated that albiglutide was superior to placebo (p<0·0001 for non-inferiority; p=0·0006 
for superiority). The incidence of acute pancreatitis (ten patients in the albiglutide group 
and seven patients in the placebo group), pancreatic cancer (six patients in the albiglutide 
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group and five patients in the placebo group), medullary thyroid carcinoma (zero patients 
in both groups), and other serious adverse events did not differ between the two groups. 
There were three (<1%) deaths in the placebo group that were assessed by investigators, 
who were masked to study drug assignment, to be treatment-related and two (<1%) 
deaths in the albiglutide group.  
Interpretation 
In patients with type 2 diabetes and cardiovascular disease, albiglutide was superior to 
placebo with respect to major adverse cardiovascular events. Evidence-based glucagon-
like peptide 1 receptor agonists should therefore be considered as part of a 
comprehensive strategy to reduce the risk of cardiovascular events in patients with type 2 
diabetes.  
________________________________________________________________________ 

 
Blinded outcomes and angina assessment of coronary bioresorbable scaffolds: 30-
day and 1-year results from the ABSORB IV randomised trial 
Gregg W Stone, Stephen G Ellis, Tommaso Gori, et al. 
The Lancet: Volume 392, ISSUE 10157, P1530-1540, October 27, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)32283-9/fulltext 
 
Summary 
Background 
Previous studies showed more adverse events with coronary bioresorbable vascular 
scaffolds (BVS) than with metallic drug-eluting stents (DES), although in one randomised 
trial angina was reduced with BVS. However, these early studies were unmasked, lesions 
smaller than intended for the scaffold were frequently enrolled, implantation technique was 
suboptimal, and patients with myocardial infarction, in whom BVS might be well suited, 
were excluded.  
Methods 
In the active-controlled, blinded, multicentre, randomised ABSORB IV trial, patients with 
stable coronary artery disease or acute coronary syndromes aged 18 years or older were 
recruited from 147 hospitals in five countries (the USA, Germany, Australia, Singapore, 
and Canada). Enrolled patients were randomly assigned (1:1) to receive polymeric 
everolimus-eluting BVS (Absorb; Abbott Vascular, Santa Clara, CA, USA) with optimised 
implantation technique or cobalt-chromium everolimus-eluting stents (EES; Xience; Abbott 
Vascular, Santa Clara, CA, USA). Randomisation was stratified by diabetic status, whether 
patients would have been eligible for enrolment in the previous ABSORB III trial, and site. 
Patients and clinical assessors were masked to randomisation. The primary endpoint was 
target lesion failure (cardiac death, target vessel myocardial infarction, or ischaemia-driven 
target lesion revascularisation) at 30 days, tested for non-inferiority with a 2·9% margin for 
the risk difference. Analysis was by intention to treat. The trial is registered with 
ClinicalTrials.gov, number NCT02173379, and is closed to accrual.  
Findings 
Between Aug 15, 2014, and March 31, 2017, we screened 18 722 patients for eligibility, 
2604 of whom were enrolled. 1296 patients were assigned to BVS, and 1308 patients 
were assigned to EES. Follow-up data at 30 days and 1 year, respectively, were available 
for 1288 and 1254 patients with BVS and for 1303 and 1272 patients with EES. Biomarker-
positive acute coronary syndromes were present in 622 (24%) of 2602 patients, and, by 
angiographic core laboratory analysis, 78 (3%) of 2893 of lesions were in very small 
vessels. Target lesion failure at 30 days occurred in 64 (5·0%) patients assigned to BVS 
and 48 (3·7%) patients assigned to EES (difference 1·3%, upper 97·5% confidence limit 
2·89; one-sided p non-inferiority=0·0244). Target lesion failure at 1 year occurred in 98 (7·8%) 
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patients assigned to BVS and 82 (6·4%) patients assigned to EES (difference 1·4%, upper 
97·5% confidence limit 3·4; one-sided p non-inferiority=0·0006). Angina, adjudicated by a 
central events committee at 1 year, occurred in 270 (20·3%) patients assigned to BVS and 
274 (20·5%) patients assigned to EES (difference −0·3%, 95% CI −3·4% to 2·9%; one-
sided p non-inferiority=0·0008; two-sided p superiority=0·8603). Device thrombosis within 1 year 
occurred in nine (0·7%) patients assigned to BVS and four (0·3%) patients assigned to 
EES (p=0·1586).  
Interpretation 
Polymeric BVS implanted with optimised technique in an expanded patient population 
resulted in non-inferior 30-day and 1-year rates of target lesion failure and angina 
compared with metallic DES.  
________________________________________________________________________ 

 
A polymer-coated, paclitaxel-eluting stent (Eluvia) versus a polymer-free, paclitaxel-
coated stent (Zilver PTX) for endovascular femoropopliteal intervention (IMPERIAL): 
A randomised, non-inferiority trial 
William A Gray, Koen Keirse, Yoshimitsu Soga, et al. 
The Lancet: Volume 392, ISSUE 10157, P1541-1551, October 27, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)32262-1/fulltext 
 
Summary 
Background 
The clinical effect of a drug-eluting stent in the femoropopliteal segment has not been 
investigated in a randomised trial with a contemporary comparator. The IMPERIAL study 
sought to compare the safety and efficacy of the polymer-coated, paclitaxel-eluting Eluvia 
stent with the polymer-free, paclitaxel-coated Zilver PTX stent for treatment of 
femoropopliteal artery segment lesions.  
Methods 
In this randomised, single-blind, non-inferiority study, patients with symptomatic lower-limb 
ischaemia manifesting as claudication (Rutherford category 2, 3, or 4) with atherosclerotic 
lesions in the native superficial femoral artery or proximal popliteal artery were enrolled at 
65 centres in Austria, Belgium, Canada, Germany, Japan, New Zealand, and the USA. 
Patients were randomly assigned (2:1) with a site-specific, web-based randomisation 
schedule to receive treatment with Eluvia or Zilver PTX. All patients, site personnel, and 
investigators were masked to treatment assignment until all patients had completed 12 
months of follow-up. The primary efficacy endpoint was primary patency (defined as a 
peak systolic velocity ratio ≤2·4, without clinically driven target lesion revascularisation or 
bypass of the target lesion) and the primary safety endpoint was major adverse events (ie, 
all causes of death through 1 month, major amputation of target limb through 12 months, 
and target lesion revascularisation through 12 months). We set a non-inferiority margin of 
−10% at 12 months. Primary non-inferiority analyses were done when the minimum 
sample size required for adequate statistical power had completed 12 months of follow-up. 
The primary safety non-inferiority analysis included all patients who had completed 12 
months of follow-up or had a major adverse event through 12 months. This trial is 
registered with ClinicalTrials.gov, number NCT02574481.  
Findings 
Between Dec 2, 2015, and Feb 15, 2017, 465 patients were randomly assigned to Eluvia 
(n=309) or to Zilver PTX (n=156). Non-inferiority was shown for both efficacy and safety 
endpoints at 12 months: primary patency was 86·8% (231/266) in the Eluvia group and 
81·5% (106/130) in the Zilver PTX group (difference 5·3% [one-sided lower bound of 95% 
CI −0·66]; p<0·0001). 259 (94·9%) of 273 patients in the Eluvia group and 121 (91·0%) of 
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133 patients in the Zilver PTX group had not had a major adverse event at 12 months 
(difference 3·9% [one-sided lower bound of 95% CI −0·46]; p<0.0001). No deaths were 
reported in either group. One patient in the Eluvia group had a major amputation and 13 
patients in each group required target lesion revascularisation.  
Interpretation 
The Eluvia stent was non-inferior to the Zilver PTX stent in terms of primary patency and 
major adverse events at 12 months after treatment of patients for femoropopliteal 
peripheral artery disease.  

Back to Contents 
________________________________________________________________________ 

 
The New England Journal of Medicine (25 October 2018, Vol. 379, No. 17) 
 
VX-659–Tezacaftor–Ivacaftor in Patients with Cystic Fibrosis and One or Two 
Phe508del Alleles 
Jane C. Davies, Samuel M. Moskowitz, Cynthia Brown, et al. for the VX16-659-101 Study 
Group 
N Engl J Med 2018; 379:1599-1611 October 25, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1807119 
 
Abstract 
Background 
The next-generation cystic fibrosis transmembrane conductance regulator (CFTR) 
corrector VX-659, in triple combination with tezacaftor and ivacaftor (VX-659–tezacaftor–
ivacaftor), was developed to restore the function of Phe508del CFTR protein in patients 
with cystic fibrosis. 
Methods 
We evaluated the effects of VX-659–tezacaftor–ivacaftor on the processing, trafficking, 
and function of Phe508del CFTR protein using human bronchial epithelial cells. A range of 
oral VX-659–tezacaftor–ivacaftor doses in triple combination were then evaluated in 
randomized, controlled, double-blind, multicenter trials involving patients with cystic 
fibrosis who were heterozygous for the Phe508del CFTR mutation and a minimal-function 
CFTR mutation (Phe508del–MF genotypes) or homozygous for the Phe508del CFTR 
mutation (Phe508del–Phe508del genotype). The primary end points were safety and the 
absolute change from baseline in the percentage of predicted forced expiratory volume in 
1 second (FEV1). 
Results 
VX-659–tezacaftor–ivacaftor significantly improved the processing and trafficking of 
Phe508del CFTR protein as well as chloride transport in vitro. In patients, VX-659–
tezacaftor–ivacaftor had an acceptable safety and side-effect profile. Most adverse events 
were mild or moderate. VX-659–tezacaftor–ivacaftor resulted in significant mean increases 
in the percentage of predicted FEV1 through day 29 (P<0.001) of up to 13.3 points in 
patients with Phe508del–MF genotypes; in patients with the Phe508del–Phe508del 
genotype already receiving tezacaftor–ivacaftor, adding VX-659 resulted in a further 9.7-
point increase in the percentage of predicted FEV1. The sweat chloride concentrations 
and scores on the respiratory domain of the Cystic Fibrosis Questionnaire–Revised 
improved in both patient populations. 
Conclusions 
Robust in vitro activity of VX-659–tezacaftor–ivacaftor targeting Phe508del CFTR protein 
translated into improvements for patients with Phe508del–MF or Phe508del–Phe508del 
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genotypes. VX-659 triple-combination regimens have the potential to treat the underlying 
cause of disease in approximately 90% of patients with cystic fibrosis.  
________________________________________________________________________ 

 
VX-445–Tezacaftor–Ivacaftor in Patients with Cystic Fibrosis and One or Two 
Phe508del Alleles 
Dominic Keating, Gautham Marigowda, Lucy Burr, et al. for the VX16-445-001 Study 
Group 
N Engl J Med 2018; 379: 1612-1620 October 25, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1807120 
 
Abstract 
Background 
VX-445 is a next-generation cystic fibrosis transmembrane conductance regulator (CFTR) 
corrector designed to restore Phe508del CFTR protein function in patients with cystic 
fibrosis when administered with tezacaftor and ivacaftor (VX-445–tezacaftor–ivacaftor). 
Methods 
We evaluated the effects of VX-445–tezacaftor–ivacaftor on Phe508del CFTR protein 
processing, trafficking, and chloride transport in human bronchial epithelial cells. On the 
basis of in vitro activity, a randomized, placebo-controlled, double-blind, dose-ranging, 
phase 2 trial was conducted to evaluate oral VX-445–tezacaftor–ivacaftor in patients 
heterozygous for the Phe508del CFTR mutation and a minimal-function mutation 
(Phe508del–MF) and in patients homozygous for the Phe508del CFTR mutation 
(Phe508del–Phe508del) after tezacaftor–ivacaftor run-in. Primary end points were safety 
and absolute change in percentage of predicted forced expiratory volume in 1 second 
(FEV1) from baseline. 
Results 
In vitro, VX-445–tezacaftor–ivacaftor significantly improved Phe508del CFTR protein 
processing, trafficking, and chloride transport to a greater extent than any two of these 
agents in dual combination. In patients with cystic fibrosis, VX-445–tezacaftor–ivacaftor 
had an acceptable safety and side-effect profile. Most adverse events were mild or 
moderate. The treatment also resulted in an increased percentage of predicted FEV1 of up 
to 13.8 points in the Phe508del–MF group (P<0.001). In patients in the Phe508del–
Phe508del group, who were already receiving tezacaftor–ivacaftor, the addition of VX-445 
resulted in an 11.0-point increase in the percentage of predicted FEV1 (P<0.001). In both 
groups, there was a decrease in sweat chloride concentrations and improvement in the 
respiratory domain score on the Cystic Fibrosis Questionnaire–Revised. 
Conclusions 
The use of VX-445–tezacaftor–ivacaftor to target Phe508del CFTR protein resulted in 
increased CFTR function in vitro and translated to improvements in patients with cystic 
fibrosis with one or two Phe508del alleles. This approach has the potential to treat the 
underlying cause of cystic fibrosis in approximately 90% of patients. 
________________________________________________________________________ 

 
Phase 2b Controlled Trial of M72/AS01E Vaccine to Prevent Tuberculosis 
Olivier Van Der Meeren, Mark Hatherill, Videlis Nduba, et al. 
N Engl J Med 2018; 379: 1621-1634 October 25, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1803484 
 
Abstract 

https://www.nejm.org/doi/full/10.1056/NEJMoa1807120
https://www.nejm.org/doi/full/10.1056/NEJMoa1803484
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Background 
A vaccine to interrupt the transmission of tuberculosis is needed. 
Methods 
We conducted a randomized, double-blind, placebo-controlled, phase 2b trial of the 
M72/AS01E tuberculosis vaccine in Kenya, South Africa, and Zambia. Human 
immunodeficiency virus (HIV)–negative adults 18 to 50 years of age with latent M. 
tuberculosis infection (by interferon-γ release assay) were randomly assigned (in a 1:1 
ratio) to receive two doses of either M72/AS01E or placebo intramuscularly 1 month apart. 
Most participants had previously received the bacille Calmette–Guérin vaccine. We 
assessed the safety of M72/AS01E and its efficacy against progression to bacteriologically 
confirmed active pulmonary tuberculosis disease. Clinical suspicion of tuberculosis was 
confirmed with sputum by means of a polymerase-chain-reaction test, mycobacterial 
culture, or both. 
Results 
We report the primary analysis (conducted after a mean of 2.3 years of follow-up) of the 
ongoing trial. A total of 1786 participants received M72/AS01E and 1787 received placebo, 
and 1623 and 1660 participants in the respective groups were included in the according-
to-protocol efficacy cohort. A total of 10 participants in the M72/AS01E group met the 
primary case definition (bacteriologically confirmed active pulmonary tuberculosis, with 
confirmation before treatment), as compared with 22 participants in the placebo group 
(incidence, 0.3 cases vs. 0.6 cases per 100 person-years). The vaccine efficacy was 
54.0% (90% confidence interval [CI], 13.9 to 75.4; 95% CI, 2.9 to 78.2; P=0.04). Results 
for the total vaccinated efficacy cohort were similar (vaccine efficacy, 57.0%; 90% CI, 19.9 
to 76.9; 95% CI, 9.7 to 79.5; P=0.03). There were more unsolicited reports of adverse 
events in the M72/AS01E group (67.4%) than in the placebo group (45.4%) within 30 days 
after injection, with the difference attributed mainly to injection-site reactions and influenza-
like symptoms. Serious adverse events, potential immune-mediated diseases, and deaths 
occurred with similar frequencies in the two groups. 
Conclusions 
M72/AS01E provided 54.0% protection for M. tuberculosis–infected adults against active 
pulmonary tuberculosis disease, without evident safety concerns. 
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Sources  
 

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

JAMA: The Journal of the American Medical 
Association  

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

The Lancet www.thelancet.com 

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

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

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

http://www.bmj.com/theBMJ
http://jama.ama-assn.org/
http://www.thelancet.com/
http://content.nejm.org/
https://www.evidence.nhs.uk/nhs-evidence-content/journals-and-databases
https://www.evidence.nhs.uk/nhs-evidence-content/journals-and-databases
https://www.evidence.nhs.uk/nhs-evidence-content/journals-and-databases
http://www.openathens.net/
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If you have not already registered for an NHS Athens 
Account, please register at: 
 
NB: It is recommended that you register on a Trust 
(NHS) PC for speedy confirmation of your username 
and password. Once registered, your account can be 
accessed from any device with online access. 

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

We are now www.uhdblibrary.co.uk 
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ClinicalKey 

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

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