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Association between use of systematic reviews and national policy 
recommendations on screening newborn babies for rare diseases: Systematic 
review and meta-analysis 
Sian Taylor-Phillips, Chris Stinton, Lavinia Ferrante di Ruffano, et al. 
BMJ 2018; 361 (Published 09 May 2018) 
https://www.bmj.com/content/361/bmj.k1612 
 
Abstract 
Objective To understand whether international differences in recommendations of 
whether to screen for rare diseases using the newborn blood spot test might in part be 
explained by use of systematic review methods. 
Design Systematic review and meta-analysis. 
Data sources Website searches of 26 national screening organisations. 
Eligibility criteria for study selection Journal articles, papers, legal documents, 
presentations, conference abstracts, or reports relating to a national recommendation on 
whether to screen for any condition using the newborn blood spot test, with no restrictions 
on date or language. 
Data extraction Two reviewers independently assessed whether the recommendation for 
or against screening included systematic reviews, and data on test accuracy, benefits of 
early detection, and potential harms of overdiagnosis. 
Analysis The odds of recommending screening according to the use of systematic review 
methods was estimated across conditions using meta-analysis. 
Results 93 reports were included that assessed 104 conditions across 14 countries, 
totalling 276 recommendations (units of analysis). Screening was favoured in 159 (58%) 
recommendations, not favoured in 98 (36%), and not recommended either way in 19 (7%). 
Only 60 (22%) of the recommendations included a systematic review. Use of a systematic 
review was associated with a reduced probability of screening being recommended (23/60 
(38%) v 136/216 (63%), odds ratio 0.17, 95% confidence interval 0.07 to 0.43). Of the 
recommendations, evidence for test accuracy, benefits of early detection, and 
overdiagnosis was not considered in 115 (42%), 83 (30%), and 211 (76%), respectively. 
Conclusions Using systematic review methods is associated with a reduced probability of 
screening being recommended. Many national policy reviews of screening for rare 
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conditions using the newborn blood spot test do not assess the evidence on the key 
benefits and harms of screening. 
________________________________________________________________________ 

 
Vertebroplasty versus sham procedure for painful acute osteoporotic vertebral 
compression fractures (VERTOS IV): Randomised sham controlled clinical trial 
Cristina E Firanescu, Jolanda de Vries, Paul Lodder, et al. 
BMJ 2018; 361 (Published 09 May 2018) 
https://www.bmj.com/content/361/bmj.k1551 
 
Abstract 
Objective To assess whether percutaneous vertebroplasty results in more pain relief than 
a sham procedure in patients with acute osteoporotic compression fractures of the 
vertebral body. 
Design Randomised, double blind, sham controlled clinical trial. 
Setting Four community hospitals in the Netherlands, 2011-15. 
Participants 180 participants requiring treatment for acute osteoporotic vertebral 
compression fractures were randomised to either vertebroplasty (n=91) or a sham 
procedure (n=89). 
Interventions Participants received local subcutaneous lidocaine (lignocaine) and 
bupivacaine at each pedicle. The vertebroplasty group also received cementation, which 
was simulated in the sham procedure group. 
Main outcome measures Main outcome measure was mean reduction in visual analogue 
scale (VAS) scores at one day, one week, and one, three, six, and 12 months. Clinically 
significant pain relief was defined as a decrease of 1.5 points in VAS scores from baseline. 
Secondary outcome measures were the differences between groups for changes in the 
quality of life for osteoporosis and Roland-Morris disability questionnaire scores during 12 
months’ follow-up. 
Results The mean reduction in VAS score was statistically significant in the vertebroplasty 
and sham procedure groups at all follow-up points after the procedure compared with 
baseline. The mean difference in VAS scores between groups was 0.20 (95% confidence 
interval −0.53 to 0.94) at baseline, −0.43 (−1.17 to 0.31) at one day, −0.11 (−0.85 to 0.63) 
at one week, 0.41 (−0.33 to 1.15) at one month, 0.21 (−0.54 to 0.96) at three months, 0.39 
(−0.37 to 1.15) at six months, and 0.45 (−0.37 to 1.24) at 12 months. These changes in 
VAS scores did not, however, differ statistically significantly between the groups during 12 
months’ follow-up. The results for secondary outcomes were not statistically significant. 
Use of analgesics (non-opioids, weak opioids, strong opioids) decreased statistically 
significantly in both groups at all time points, with no statistically significant differences 
between groups. Two adverse events occurred in the vertebroplasty group: one respiratory 
insufficiency and one vasovagal reaction. 
Conclusions Percutaneous vertebroplasty did not result in statistically significantly greater 
pain relief than a sham procedure during 12 months’ follow-up among patients with acute 
osteoporotic vertebral compression fractures. 
________________________________________________________________________ 

 
Education plus exercise versus corticosteroid injection use versus a wait and see 
approach on global outcome and pain from gluteal tendinopathy: Prospective, 
single blinded, randomised clinical trial 
Rebecca Mellor, Kim Bennell, Redmond Barry, et al. 
BMJ 2018; 361 (Published 02 May 2018) 
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Abstract 
Objective To compare the effects of a programme of load management education plus 
exercise, corticosteroid injection use, and no treatment on pain and global improvement in 
individuals with gluteal tendinopathy. 
Design Prospective, three arm, single blinded, randomised clinical trial. 
Setting Brisbane and Melbourne, Australia. 
Participants Individuals aged 35-70 years, with lateral hip pain for more than three 
months, at least 4/10 on the pain numerical rating scale, and gluteal tendinopathy 
confirmed by clinical diagnosis and magnetic resonance imaging; and with no 
corticosteroid injection use in previous 12 months, current physiotherapy, total hip 
replacement, or neurological conditions. 
Interventions A physiotherapy led education and exercise programme of 14 sessions 
over eight weeks (EDX; n=69), one corticosteroid injection (CSI; n=66), and a wait and see 
approach (WS; n=69). 
Main outcomes Primary outcomes were patient reported global rating of change in hip 
condition (on an 11 point scale, dichotomised to success and non-success) and pain 
intensity in the past week (0=no pain, 10=worst pain) at eight weeks, with longer term 
follow-up at 52 weeks. 
Results Of 204 randomised participants (including 167 women; mean age 54.8 years 
(standard deviation 8.8)), 189 (92.6%) completed 52 week follow-up. Success on the 
global rating of change was reported at eight weeks by 51/66 EDX, 38/65 CSI, and 20/68 
WS participants. EDX and CSI had better global improvement scores than WS (risk 
difference 49.1% (95% confidence interval 34.6% to 63.5%), number needed to treat 2.0 
(95% confidence interval 1.6 to 2.9); 29.2% (13.2% to 45.2%), 3.4 (2.2 to 7.6); 
respectively). EDX had better global improvement scores than CSI (19.9% (4.7% to 
35.0%); 5.0 (2.9 to 21.1)). At eight weeks, reported pain on the numerical rating scale was 
mean score 1.5 (standard deviation 1.5) for EDX, 2.7 (2.4) for CSI, and 3.8 (2.0) for WS. 
EDX and CSI participants reported less pain than WS (mean difference −2.2 (95% 
confidence interval −2.89 to −1.54); −1.2 (−1.85 to −0.50); respectively), and EDX 
participants reported less pain than CSI (−1.04 (−1.72 to −0.37)). Success on the global 
rating of change was reported at 52 weeks by 51/65 EDX, 36/63 CSI, and 31/60 WS 
participants; EDX was better than CSI (20.4% (4.9% to 35.9%); 4.9 (2.8 to 20.6)) and WS 
(26.8% (11.3% to 42.3%); 3.7 (2.4 to 8.8)). Reported pain at 52 weeks was 2.1 (2.2) for 
EDX, 2.3 (1.9) for CSI, and 3.2 (2.6) for WS; EDX did not differ from CSI (−0.26 (−1.06 to 
0.55)), but both treatments did better than WS (1.13 (−1.93 to −0.33); 0.87 (−1.68 to 
−0.07); respectively). 
Conclusions For gluteal tendinopathy, education plus exercise and corticosteroid injection 
use resulted in higher rates of patient reported global improvement and lower pain 
intensity than no treatment at eight weeks. Education plus exercise performed better than 
corticosteroid injection use. At 52 week follow-up, education plus exercise led to better 
global improvement than corticosteroid injection use, but no difference in pain intensity. 
These results support EDX as an effective management approach for gluteal 
tendinopathy. 

Back to Contents 
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Effect of Acupuncture vs Sham Acupuncture on Live Births Among Women 
Undergoing In Vitro Fertilization: A Randomized Clinical Trial 
Caroline A. Smith, Sheryl de Lacey, Michael Chapman, et al  
JAMA.  2018; 319 (19): 1990-1998.  
https://jamanetwork.com/journals/jama/article-abstract/2681194?redirect=true 
 
Abstract  
Importance Acupuncture is widely used by women undergoing in vitro fertilization (IVF), 
although the evidence for efficacy is conflicting. 
Objective To determine the efficacy of acupuncture compared with a sham acupuncture 
control performed during IVF on live births. 
Design, Setting, and Participants  A single-blind, parallel-group randomized clinical trial 
including 848 women undergoing a fresh IVF cycle was conducted at 16 IVF centers in 
Australia and New Zealand between June 29, 2011, and October 23, 2015, with 10 
months of pregnancy follow-up until August 2016. 
Interventions Women received either acupuncture (n = 424) or a sham acupuncture 
control (n = 424). The first treatment was administered between days 6 to 8 of follicle 
stimulation, and 2 treatments were administered prior to and following embryo transfer. 
The sham control used a noninvasive needle placed away from the true acupuncture 
points. 
Main Outcomes and Measures The primary outcome was live birth, defined as the 
delivery of 1 or more living infants at greater than 20 weeks’ gestation or birth weight of at 
least 400 g. 
Results Among 848 randomized women, 24 withdrew consent, 824 were included in the 
study (mean [SD] age, 35.4 [4.3] years); 371 [45.0%] had undergone more than 2 previous 
IVF cycles), 607 proceeded to an embryo transfer, and 809 (98.2%) had data available on 
live birth outcomes. Live births occurred among 74 of 405 women (18.3%) receiving 
acupuncture compared with 72 of 404 women (17.8%) receiving sham control (risk 
difference, 0.5% [95% CI, −4.9% to 5.8%]; relative risk, 1.02 [95% CI, 0.76 to 1.38]). 
Conclusions and Relevance Among women undergoing IVF, administration of 
acupuncture vs sham acupuncture at the time of ovarian stimulation and embryo transfer 
resulted in no significant difference in live birth rates. These findings do not support the 
use of acupuncture to improve the rate of live births among women undergoing IVF. 
________________________________________________________________________ 

 
Effect of Fremanezumab Compared With Placebo for Prevention of Episodic 
Migraine: A Randomized Clinical Trial 
David W. Dodick, Stephen D. Silberstein, Marcelo E. Bigal, et al  
JAMA.  2018; 319 (19): 1999-2008.  
https://jamanetwork.com/journals/jama/article-abstract/2681193?redirect=true 
 
Abstract  
Importance Fremanezumab, a fully humanized monoclonal antibody that targets 
calcitonin gene-related peptide, may be effective for treating episodic migraine. 
Objective To assess the efficacy of fremanezumab compared with placebo for prevention 
of episodic migraine with a monthly dosing regimen or a single higher dose. 
Design and Setting  Randomized, double-blind, placebo-controlled, parallel-group trial 
conducted at 123 sites in 9 countries from March 23, 2016 (first patient randomized), to 
April 10, 2017, consisting of a screening visit, 28-day pretreatment period, 12-week 
treatment period, and final evaluation at week 12. 
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Participants Study participants were aged 18 to 70 years with episodic migraine (6-14 
headache days, with at least 4 migraine days, during 28-day pretreatment period). Patients 
who had previous treatment failure with 2 classes of migraine-preventive medication were 
excluded. 
Interventions Patients were randomized 1:1:1 to receive subcutaneous monthly dosing of 
fremanezumab (n = 290; 225 mg at baseline, week 4, and week 8); a single higher dose of 
fremanezumab, as intended to support a quarterly dose regimen (n = 291; 675 mg of 
fremanezumab at baseline; placebo at weeks 4 and 8); or placebo (n = 294; at baseline, 
week 4, and week 8). 
Main Outcomes and Measures The primary end point was mean change in mean 
number of monthly migraine days during the 12-week period after the first dose. 
Results Among 875 patients who were randomized (mean age, 41.8 [SD, 12.1] years; 742 
women [85%]), 791 (90.4%) completed the trial. From baseline to 12 weeks, mean 
migraine days per month decreased from 8.9 days to 4.9 days in the fremanezumab 
monthly dosing group, from 9.2 days to 5.3 days in the fremanezumab single-higher-dose 
group, and from 9.1 days to 6.5 days in the placebo group. This resulted in a difference 
with monthly dosing vs placebo of –1.5 days (95% CI, –2.01 to –0.93 days; P < .001) and 
with single higher dosing vs placebo of –1.3 days (95% CI, –1.79 to –0.72 days; P < .001). 
The most common adverse events that led to discontinuation were injection site erythema 
(n = 3), injection site induration (n = 2), diarrhea (n = 2), anxiety (n = 2), and depression 
(n = 2). 
Conclusions and Relevance  Among patients with episodic migraine in whom multiple 
medication classes had not previously failed, subcutaneous fremanezumab, compared 
with placebo, resulted in a statistically significant 1.3- to 1.5-day reduction in the mean 
number of monthly migraine days over a 12-week period. Further research is needed to 
assess effectiveness against other preventive medications and in patients in whom 
multiple preventive drug classes have failed and to determine long-term safety and 
efficacy. 
________________________________________________________________________ 

 
Trends in Prescription Medication Use Among Children and Adolescents—United 
States, 1999-2014 
Craig M. Hales, Brian K. Kit, Qiuping Gu, et al  
JAMA.  2018; 319 (19): 2009-2020.  
https://jamanetwork.com/journals/jama/article-abstract/2681195?redirect=true 
 
Abstract  
Importance Access to appropriate prescription medications, use of inappropriate or 
ineffective treatments, and adverse drug events are public health concerns among US 
children and adolescents. 
Objective To evaluate trends in use of prescription medications among US children and 
adolescents. 
Design, Setting, and Participants  US children and adolescents aged 0 to 19 years in 
the 1999-2014 National Health and Nutrition Examination Survey (NHANES)—serial 
cross-sectional, nationally representative surveys of the civilian noninstitutionalized 
population. 
Exposures Sex, age, race and Hispanic origin, household income and education, 
insurance status, current health status. 
Main Outcomes and Measures  Use of any prescription medications or 2 or more 
prescription medications taken in the past 30 days; use of medications by therapeutic 
class; trends in medication use across 4-year periods from 1999-2002 to 2011-2014. Data 
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were collected though in-home interview and direct observation of the prescription 
container. 
Results Data on prescription medication use were available for 38 277 children and 
adolescents (mean age, 10 years; 49% girls). Overall, use of any prescription medication 
in the past 30 days decreased from 24.6% (95% CI, 22.6% to 26.6%) in 1999-2002 to 
21.9% (95% CI, 20.3% to 23.6%) in 2011-2014 (β = −0.41 percentage points every 2 years 
[95% CI, −0.79 to −0.03]; P = .04), but there was no linear trend in the use of 2 or more 
prescription medications (8.5% [95% CI, 7.6% to 9.4%] in 2011-2014). In 2011-2014, the 
most commonly used medication classes were asthma medications (6.1% [95% CI, 5.4% 
to 6.8%]), antibiotics (4.5% [95% CI, 3.7% to 5.5%]), attention-deficit/hyperactivity disorder 
(ADHD) medications (3.5% [95% CI, 2.9% to 4.2%]), topical agents (e.g. dermatologic 
agents, nasal steroids) (3.5% [95% CI, 3.0% to 4.1%]), and antihistamines (2.0% [95% CI, 
1.7% to 2.5%]). There were significant linear trends in 14 of 39 therapeutic classes or 
subclasses, or in individual medications, with 8 showing increases, including asthma and 
ADHD medications and contraceptives, and 6 showing decreases, including antibiotics, 
antihistamines, and upper respiratory combination medications. 
Conclusions and Relevance In this study of US children and adolescents based on a 
nationally representative survey, estimates of prescription medication use showed an 
overall decrease in use of any medication from 1999-2014. The prevalence of asthma 
medication, ADHD medication, and contraceptive use increased among certain age 
groups, whereas use of antibiotics, antihistamines, and upper respiratory combination 
medications decreased. 
________________________________________________________________________ 

 
Association of Colonoscopy Adenoma Findings With Long-term Colorectal Cancer 
Incidence 
Benjamin Click, Paul F. Pinsky, Tom Hickey, et al  
JAMA.  2018; 319 (19): 2021-2031.  
https://jamanetwork.com/journals/jama/fullarticle/2681196 
 
Abstract  
Importance Individuals with adenomatous polyps are advised to undergo repeated 
colonoscopy surveillance to prevent subsequent colorectal cancer (CRC), but the 
relationship between adenomas at colonoscopy and long-term CRC incidence is unclear. 
Objective To compare long-term CRC incidence by colonoscopy adenoma findings. 
Design, Setting, and Participants Multicenter, prospective cohort study of participants in 
the Prostate, Lung, Colorectal, and Ovarian (PLCO) Cancer randomized clinical trial of 
flexible sigmoidoscopy (FSG) beginning in 1993 with follow-up for CRC incidence to 2013 
across the United States. Participants included 154 900 men and women aged 55 to 74 
years enrolled in PLCO of whom 15 935 underwent colonoscopy following their first 
positive FSG screening result. The final day of follow-up was December 31, 2013. 
Exposures Enrolled participants had been randomized to FSG or usual care. Participants 
who underwent FSG and had abnormal findings were referred for follow-up. Subsequent 
colonoscopy findings were categorized as advanced adenoma (≥1 cm, high-grade 
dysplasia, or tubulovillous or villous histology), nonadvanced adenoma  <(1 cm without 
advanced histology), or no adenoma. 
Main Outcomes and Measures The primary outcome was CRC incidence within 15 years 
of the baseline colonoscopy. The secondary outcome was CRC mortality. 
Results   There were 15 935 participants who underwent colonoscopy (men, 59.7%; white, 
90.7%; median age, 64 y [IQR, 61-68]). On initial colonoscopy, 2882 participants (18.1%) 
had an advanced adenoma, 5068 participants (31.8%) had a nonadvanced adenoma, and 

https://jamanetwork.com/journals/jama/fullarticle/2681196


 

 - 8 - 

7985 participants (50.1%) had no adenoma; median follow-up for CRC incidence was 12.9 
years. CRC incidence rates per 10 000 person-years of observation were 20.0 (95% CI, 
15.3-24.7; n = 70) for advanced adenoma, 9.1 (95% CI, 6.7-11.5; n = 55) for nonadvanced 
adenoma, and 7.5 (95% CI, 5.8-9.7; n = 71) for no adenoma. Participants with advanced 
adenoma were significantly more likely to develop CRC compared with participants with no 
adenoma (rate ratio [RR], 2.7 [95% CI, 1.9-3.7 ;]P . < 001 .) There was no significant 
difference in CRC risk between participants with nonadvanced adenoma compared with no 
adenoma (RR, 1.2 [95% CI, 0.8-1.7 ;]P . = 30 .) Compared with participants with no 
adenoma, those with advanced adenoma were at significantly increased risk of CRC death 
(RR, 2.6 [95% CI, 1.2-5.7 ,]P . = 01 ,) but mortality risk in participants with nonadvanced 
adenoma was not significantly different (RR, 1.2 [95% CI, 0.5-2.7 ,]P . = 68.)  
Conclusions and Relevance Over a median of 13 years of follow-up, participants with an 
advanced adenoma at diagnostic colonoscopy prompted by a positive flexible 
sigmoidoscopy result were at significantly increased risk of developing colorectal cancer 
compared with those with no adenoma. Identification of nonadvanced adenoma may not 
be associated with increased colorectal cancer risk. 

Back to Contents 
________________________________________________________________________ 

 
The Lancet (12 May 2018, Vol. 391, No. 10133) 
 
Cardiovascular disease risk prediction equations in 400 000 primary care patients in 
New Zealand: a derivation and validation study 
Romana Pylypchuk, Sue Wells, Andrew Kerr, et al. 
The Lancet: Volume 391, No. 10133, p1897–1907, 12 May 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30664-0/fulltext 
 
Summary 
Background 
Most cardiovascular disease risk prediction equations in use today were derived from 
cohorts established last century and with participants at higher risk but less 
socioeconomically and ethnically diverse than patients they are now applied to. We 
recruited a nationally representative cohort in New Zealand to develop equations relevant 
to patients in contemporary primary care and compared the performance of these new 
equations to equations that are recommended in the USA. 
Methods 
The PREDICT study automatically recruits participants in routine primary care when 
general practitioners in New Zealand use PREDICT software to assess their patients' risk 
profiles for cardiovascular disease, which are prospectively linked to national ICD-coded 
hospitalisation and mortality databases. The study population included male and female 
patients in primary care who had no prior cardiovascular disease, renal disease, or 
congestive heart failure. New equations predicting total cardiovascular disease risk were 
developed using Cox regression models, which included clinical predictors plus an area-
based deprivation index and self-identified ethnicity. Calibration and discrimination 
performance of the equations were assessed and compared with 2013 American College 
of Cardiology/American Heart Association Pooled Cohort Equations (PCEs). The 
additional predictors included in new PREDICT equations were also appended to the 
PCEs to determine whether they were independent predictors in the equations from the 
USA. 
Findings 
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Outcome events were derived for 401 752 people aged 30–74 years at the time of their 
first PREDICT risk assessment between Aug 27, 2002, and Oct 12, 2015, representing 
about 90% of the eligible population. The mean follow-up was 4·2 years, and a third of 
participants were followed for 5 years or more. 15 386 (4%) people had cardiovascular 
disease events (1507 [10%] were fatal, and 8549 [56%] met the PCEs definition of hard 
atherosclerotic cardiovascular disease) during 1 685 521 person-years follow-up. The 
median 5-year risk of total cardiovascular disease events predicted by the new equations 
was 2·3% in women and 3·2% in men. Multivariable adjusted risk increased by about 10% 
per quintile of socioeconomic deprivation. Māori, Pacific, and Indian patients were at 13–
48% higher risk of cardiovascular disease than Europeans, and Chinese or other Asians 
were at 25–33% lower risk of cardiovascular disease than Europeans. The PCEs 
overestimated of hard atherosclerotic cardiovascular disease by about 40% in men and by 
60% in women, and the additional predictors in the new equations were also independent 
predictors in the PCEs. The new equations were significantly better than PCEs on all 
performance metrics. 
Interpretation 
We constructed a large prospective cohort study representing typical patients in primary 
care in New Zealand who were recommended for cardiovascular disease risk assessment. 
Most patients are now at low risk of cardiovascular disease, which explains why the PCEs 
based mainly on old cohorts substantially overestimate risk. Although the PCEs and many 
other equations will need to be recalibrated to mitigate overtreatment of the healthy 
majority, they also need new predictors that include measures of socioeconomic 
deprivation and multiple ethnicities to identify vulnerable high-risk subpopulations that 
might otherwise be undertreated. 
________________________________________________________________________ 

 
Mapping the burden of cholera in sub-Saharan Africa and implications for control: 
An analysis of data across geographical scales 
Justin Lessler, Sean M Moore, Francisco J Luquero, et al. 
The Lancet: Volume 391, No. 10133, p1908–1915, 12 May 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(17)33050-7/fulltext 
 
Summary 
Background 
Cholera remains a persistent health problem in sub-Saharan Africa and worldwide. 
Cholera can be controlled through appropriate water and sanitation, or by oral cholera 

vaccination, which provides transient (∼3 years) protection, although vaccine supplies 
remain scarce. We aimed to map cholera burden in sub-Saharan Africa and assess how 
geographical targeting could lead to more efficient interventions. 
Methods 
We combined information on cholera incidence in sub-Saharan Africa (excluding Djibouti 
and Eritrea) from 2010 to 2016 from datasets from WHO, Médecins Sans Frontières, 
ProMED, ReliefWeb, ministries of health, and the scientific literature. We divided the study 
region into 20 km × 20 km grid cells and modelled annual cholera incidence in each grid 
cell assuming a Poisson process adjusted for covariates and spatially correlated random 
effects. We combined these findings with data on population distribution to estimate the 
number of people living in areas of high cholera incidence (>1 case per 1000 people per 
year). We further estimated the reduction in cholera incidence that could be achieved by 
targeting cholera prevention and control interventions at areas of high cholera incidence. 
Findings 
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We included 279 datasets covering 2283 locations in our analyses. In sub-Saharan Africa 
(excluding Djibouti and Eritrea), a mean of 141 918 cholera cases (95% credible interval 
[CrI] 141 538–146 505) were reported per year. 4·0% (95% CrI 1·7–16·8) of districts, 
home to 87·2 million people (95% CrI 60·3 million to 118·9 million), have high cholera 
incidence. By focusing on the highest incidence districts first, effective targeted 
interventions could eliminate 50% of the region's cholera by covering 35·3 million people 
(95% CrI 26·3 million to 62·0 million), which is less than 4% of the total population. 
Interpretation 
Although cholera occurs throughout sub-Saharan Africa, its highest incidence is 
concentrated in a small proportion of the continent. Prioritising high-risk areas could 
substantially increase the efficiency of cholera control programmes. 
________________________________________________________________________ 

 
Effect of generalised access to early diagnosis and treatment and targeted mass 
drug administration on Plasmodium falciparum malaria in Eastern Myanmar: An 
observational study of a regional elimination programme 
Jordi Landier, Daniel M Parker, Aung Myint Thu, el. for the show Malaria Elimination Task 
Force Group 
The Lancet: Volume 391, No. 10133, p1916–1926, 12 May 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30792-X/fulltext 
 
Background 
Potentially untreatable Plasmodium falciparum malaria threatens the Greater Mekong 
subregion. A previous series of pilot projects in Myanmar, Laos, Cambodia, and Vietnam 
suggested that mass drug administration was safe, and when added to provision of early 
diagnosis and treatment, could reduce the reservoir of P falciparum and interrupts 
transmission. We examined the effects of a scaled-up programme of this strategy in four 
townships of eastern Myanmar on the incidence of P falciparum malaria. 
Methods 
The programme was implemented in the four townships of Myawaddy, Kawkareik, 
Hlaingbwe, and Hpapun in Kayin state, Myanmar. Increased access to early diagnosis and 
treatment of malaria was provided to all villages through community-based malaria posts 
equipped with rapid diagnostic tests, and treatment with artemether–lumefantrine plus 
single low-dose primaquine. Villages were identified as malarial hotspots (operationally 
defined as >40% malaria, of which 20% was P falciparum) with surveys using 
ultrasensitive quantitative PCR either randomly or targeted at villages where the incidence 
of clinical cases of P falciparum malaria remained high (ie, >100 cases per 1000 
individuals per year) despite a functioning malaria post. During each survey, a 2 mL 
sample of venous blood was obtained from randomly selected adults. Hotspots received 
targeted mass drug administration with dihydroartemisinin–piperaquine plus single-dose 
primaquine once per month for 3 consecutive months in addition to the malaria posts. The 
main outcome was the change in village incidence of clinical P falciparum malaria, 
quantified using a multivariate, generalised, additive multilevel model. Malaria prevalence 
was measured in the hotspots 12 months after mass drug administration. 
Findings 
Between May 1, 2014, and April 30, 2017, 1222 malarial posts were opened, providing 
early diagnosis and treatment to an estimated 365 000 individuals. Incidence of P 
falciparum malaria decreased by 60 to 98% in the four townships. 272 prevalence surveys 
were undertaken and 69 hotspot villages were identified. By April 2017, 50 hotspots were 
treated with mass drug administration. Hotspot villages had a three times higher incidence 
of P falciparum at malarial posts than neighbouring villages (adjusted incidence rate ratio 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30792-X/fulltext
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[IRR] 2·7, 95% CI 1·8–4·4). Early diagnosis and treatment was associated with a 
significant decrease in P falciparum incidence in hotspots (IRR 0·82, 95% CI 0·76–0·88 
per quarter) and in other villages (0·75, 0·73–0·78 per quarter). Mass drug administration 
was associated with a five-times decrease in P falciparum incidence within hotspot villages 
(IRR 0·19, 95% CI 0·13–0·26). By April, 2017, 965 villages (79%) of 1222 corresponding 
to 104 village tracts were free from P falciparum malaria for at least 6 months. The 
prevalence of wild-type genotype for K13 molecular markers of artemisinin resistance was 
stable over the three years (39%; 249/631). 
Interpretation 
Providing early diagnosis and effective treatment substantially decreased village-level 
incidence of artemisinin-resistant P falciparum malaria in hard-to-reach, politically sensitive 
regions of eastern Myanmar. Targeted mass drug administration significantly reduced 
malaria incidence in hotspots. If these activities could proceed in all contiguous endemic 
areas in addition to standard control programmes already implemented, there is a 
possibility of subnational elimination of P falciparum. 

Back to Contents 
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The New England Journal of Medicine (10 May 2018, Vol. 378, No. 19) 
 
MRI-Targeted or Standard Biopsy for Prostate-Cancer Diagnosis 
Veeru Kasivisvanathan, Antti S. Rannikko, Marcelo Borghi, et al. for the PRECISION 
Study Group Collaborators 
N Engl J Med 2018; 378:1767-1777 May 10, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1801993 
 
Abstract 
Background 
Multiparametric magnetic resonance imaging (MRI), with or without targeted biopsy, is an 
alternative to standard transrectal ultrasonography–guided biopsy for prostate-cancer 
detection in men with a raised prostate-specific antigen level who have not undergone 
biopsy. However, comparative evidence is limited. 
Methods 
In a multicenter, randomized, noninferiority trial, we assigned men with a clinical suspicion 
of prostate cancer who had not undergone biopsy previously to undergo MRI, with or 
without targeted biopsy, or standard transrectal ultrasonography–guided biopsy. Men in 
the MRI-targeted biopsy group underwent a targeted biopsy (without standard biopsy 
cores) if the MRI was suggestive of prostate cancer; men whose MRI results were not 
suggestive of prostate cancer were not offered biopsy. Standard biopsy was a 10-to-12–
core, transrectal ultrasonography–guided biopsy. The primary outcome was the proportion 
of men who received a diagnosis of clinically significant cancer. Secondary outcomes 
included the proportion of men who received a diagnosis of clinically insignificant cancer. 
Results 
A total of 500 men underwent randomization. In the MRI-targeted biopsy group, 71 of 252 
men (28%) had MRI results that were not suggestive of prostate cancer, so they did not 
undergo biopsy. Clinically significant cancer was detected in 95 men (38%) in the MRI-
targeted biopsy group, as compared with 64 of 248 (26%) in the standard-biopsy group 
(adjusted difference, 12 percentage points; 95% confidence interval [CI], 4 to 20; 
P=0.005). MRI, with or without targeted biopsy, was noninferior to standard biopsy, and 
the 95% confidence interval indicated the superiority of this strategy over standard biopsy. 
Fewer men in the MRI-targeted biopsy group than in the standard-biopsy group received a 

https://www.nejm.org/doi/full/10.1056/NEJMoa1801993
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diagnosis of clinically insignificant cancer (adjusted difference, −13 percentage points; 
95% CI, −19 to −7; P<0.001). 
Conclusions 
The use of risk assessment with MRI before biopsy and MRI-targeted biopsy was superior 
to standard transrectal ultrasonography–guided biopsy in men at clinical risk for prostate 
cancer who had not undergone biopsy previously. 
________________________________________________________________________ 

 
Investigational Testing for Zika Virus among U.S. Blood Donors 
Paula Saá, Melanie Proctor, Gregory Foster, et al. 
N Engl J Med 2018; 378:1778-1788 May 10, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1714977 
 
Abstract 
Background 
Because of the potential severe clinical consequences of Zika virus (ZIKV) infection, the 
large numbers of asymptomatic travelers returning from ZIKV-active areas, the detection 
of ZIKV nucleic acid in blood, and reports of transmission of ZIKV through transfusion, in 
2016 the Food and Drug Administration released recommendations for individual-unit 
nucleic acid testing to minimize the risk of transmission of ZIKV through blood 
transfusions. 
Methods 
The American Red Cross implemented investigational screening of donated blood for ZIKV 
RNA by means of transcription-mediated amplification (TMA). Confirmatory testing of 
reactive donations involved repeat TMA, TMA testing in exploratory minipools, real-time 
reverse-transcriptase polymerase chain reaction, IgM serologic testing, and red-cell TMA. 
Viral loads in plasma and red cells were estimated by means of end-point TMA. The costs 
of interdicting a donation that was confirmed to be positive were calculated for the 15-
month period between June 2016 and September 2017. 
Results 
Of the 4,325,889 donations that were screened, 393,713 (9%) were initially tested in 
24,611 minipools, and no reactive donations were found. Of the 3,932,176 donations that 
were subsequently tested individually, 160 were initially reactive and 9 were confirmed 
positive (a 1:480,654 confirmed-positive rate overall; positive predictive value, 5.6%; 
specificity, 99.997%). Six (67%) of the confirmed-positive donations were reactive on 
repeat TMA, of which 4 were IgM-negative; of these 4, all 3 that could be tested were 
reactive on minipool TMA. Two confirmed-positive donors had infections that had been 
transmitted locally (in Florida), 6 had traveled to ZIKV-active areas, and 1 had received an 
experimental ZIKV vaccine. ZIKV RNA levels in red cells ranged from 40 to 800,000 
copies per milliliter and were detected up to 154 days after donation, as compared with 80 
days of detection in plasma at levels of 12 to 20,000 copies per milliliter. On the basis of 
industry-reported costs of testing and the yield of the tests in our study, the cost of 
identifying 8 mosquito-borne ZIKV infections through individual-unit nucleic acid testing 
was $5.3 million per ZIKV RNA–positive donation. 
Conclusions 
Screening of U.S. blood donations for ZIKV by individual-donation TMA was costly and 
had a low yield. Among the 9 confirmed ZIKV-positive donations, only 4 were IgM-
negative; of these donations, all 3 that were tested were reactive on minipool TMA. 
________________________________________________________________________ 
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Adjuvant Pembrolizumab versus Placebo in Resected Stage III Melanoma 
Alexander M.M. Eggermont, Christian U. Blank, Mario Mandala, et al. 
N Engl J Med 2018; 378:1789-1801 May 10, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1802357 
 
Abstract 
Background 
The programmed death 1 (PD-1) inhibitor pembrolizumab has been found to prolong 
progression-free and overall survival among patients with advanced melanoma. We 
conducted a phase 3 double-blind trial to evaluate pembrolizumab as adjuvant therapy in 
patients with resected, high-risk stage III melanoma. 
Methods 
Patients with completely resected stage III melanoma were randomly assigned (with 
stratification according to cancer stage and geographic region) to receive 200 mg of 
pembrolizumab (514 patients) or placebo (505 patients) intravenously every 3 weeks for a 
total of 18 doses (approximately 1 year) or until disease recurrence or unacceptable toxic 
effects occurred. Recurrence-free survival in the overall intention-to-treat population and in 
the subgroup of patients with cancer that was positive for the PD-1 ligand (PD-L1) were 
the primary end points. Safety was also evaluated. 
Results 
At a median follow-up of 15 months, pembrolizumab was associated with significantly 
longer recurrence-free survival than placebo in the overall intention-to-treat population (1-
year rate of recurrence-free survival, 75.4% [95% confidence interval {CI}, 71.3 to 78.9] vs. 
61.0% [95% CI, 56.5 to 65.1]; hazard ratio for recurrence or death, 0.57; 98.4% CI, 0.43 to 
0.74; P<0.001) and in the subgroup of 853 patients with PD-L1–positive tumors (1-year 
rate of recurrence-free survival, 77.1% [95% CI, 72.7 to 80.9] in the pembrolizumab group 
and 62.6% [95% CI, 57.7 to 67.0] in the placebo group; hazard ratio, 0.54; 95% CI, 0.42 to 
0.69; P<0.001). Adverse events of grades 3 to 5 that were related to the trial regimen were 
reported in 14.7% of the patients in the pembrolizumab group and in 3.4% of patients in 
the placebo group. There was one treatment-related death due to myositis in the 
pembrolizumab group. 
Conclusions 
As adjuvant therapy for high-risk stage III melanoma, 200 mg of pembrolizumab 
administered every 3 weeks for up to 1 year resulted in significantly longer recurrence-free 
survival than placebo, with no new toxic effects identified.  

Back to Contents 
________________________________________________________________________ 

 
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/ 

https://www.nejm.org/doi/full/10.1056/NEJMoa1802357
http://www.bmj.com/theBMJ
http://jama.ama-assn.org/
http://www.thelancet.com/
http://content.nejm.org/


 

 - 14 - 

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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