
brachial plexus injuries, intracranial 
haemorrhages or perinatal deaths were 
recorded. More women in the induction 
group went into spontaneous vaginal 
delivery than in the expected manage-
ment group. Caesarean delivery did not 
differ significantly between groups.

Induction of labour for macrosomia 
reduced the risk of shoulder dystocia.
Boulvain M, Senat M, Perrotin F, et al. Induction of 
labour versus expectant management for large-for-
date fetuses: a randomised controlled trial. Lancet 
2015; 385: 2600–605. 

Management of 
incomplete abortion

Sub-Saharan Africa has the highest rates 
of unsafe abortion and global maternal 
mortality. Medical treatment of incom-
plete abortion can reduce mortality. 
The prostaglandin analogue misoprostol 
is a simple, cost-effective treatment. 
However, its safety and efficacy have 
not been assessed when provided by 
midwives in low-resource settings.

A Ugandan trial randomised women 
with first-trimester incomplete abortion 
to receive clinical assessment and miso-
prostol treatment from either a midwife 
or a physician. The primary outcome 
was complete and uncomplicated abor-
tion within 14–28 days.

Of the 506 assigned to midwife care, 
452 (96%) of women had a complete 
abortion, compared with 467 out of 
504 (97%) in the physician group, 
giving an insignificant risk difference 
of -0.8%. No serious adverse events 
were recorded.

Diagnosis and treatment of incom-
plete abortions by midwives is safe and 
effective when in low-resource set-
tings. Initiating midwife involvement in 
incomplete abortion with misoprostol 
would increase access to safe post-
abortion care.
Klingberg-Allvin M, Cleeve A, Atuhairwe S, et al. 
Comparison of treatment of incomplete abortion 
with misoprostol by physicians and midwives at 
district level in Uganda: a randomised controlled 
equivalence trial. Lancet 2015; 385: 2392–398.

Testing novel Ebola vaccine
Up to now, all tested Ebola virus vaccines 
have been based on the virus strain from 
the Zaire outbreak in 1976. A new Chi-
nese trial has assessed a novel Ebola vac-
cine based on the 2014 epidemic strain.

The researchers recruited a cohort 
of 120 healthy adults that were ran-
domised to receive either the low-dose 
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Hypertensive disorders in late 
preterm pregnancy 

Hypertensive disorders such as gestation-
al hypertension and pre-eclampsia occur 
in roughly 10% of pregnancies and can 
cause serious complications. Currently 
there is little evidence to guide the man-
agement of women with hypertensive 
disorders in late preterm pregnancy.

A Dutch trial investigated maternal 
and neonatal outcomes among 700 
pregnant women with non-severe hyper-
tensive disorders of pregnancy between 
34 and 37 weeks gestation. Half were 
randomised to immediate delivery and 
the other half to expectant monitoring 
until 37 weeks. 

Serious adverse maternal outcomes 
(including eclampsia, HELLP syndrome, 
thromboembolic disease or placental 
abruption) occurred in four women 
(1.1%) in the immediate delivery group 
compared with 11 (3.1%) in the expect-
ant monitoring group – an insignificant 
difference. However, respiratory distress 
syndrome (RDS) rates were significantly 
increased in the immediate delivery 
group (5.7%) compared with 1.7% in 
the expectant monitoring group.

Due to the increased risk of RDS, the 
authors suggest that routine immediate 
delivery for non-severe hypertensive 
disorders cannot be justified.
Broekhuijsen K, van Baaren G, van Pampus M, et 
al. Immediate delivery versus expectant monitoring 
for hypertensive disorders of pregnancy between 
34 and 37 weeks of gestation (HYPITAT-II): an open-
label, randomised controlled trial. Lancet 2015; 385: 
2492–501. 

Management of macrosomia
Macrosomia (large-for-date foetus) is a 
risk factor for adverse delivery outcomes 
including shoulder dystocia, an obstetric 
emergency that can cause severe neona-
tal morbidity. A recent study compared 
induction of labour with expectant 
management for large-for-date foetuses 
for the prevention of shoulder dystocia 
and other neonatal morbidity associated 
with macrosomia.

From across Northern Europe  
women with macrosomic foetuses were 
randomly assigned to receive induction 
of labour between 37 and 39 weeks ges-
tation (n=409) or expected management 
(n=413). The risk of shoulder dystocia or 
associated morbidity was significantly 
reduced in the induction of the labour 
group (n=8) compared with expected 
management (n=25). No reports of 

or high-dose Ebola vaccine, or placebo. 
Participants were then followed-up for 
28 days to monitor adverse reactions  
and the immune response.

Results showed significantly higher 
antibody titres in the low-dose and high-
dose groups at day 14 and 28. T-cell 
responses peaked at day 14 and were 
greatest in the high-dose group.

Overall, 68% of participants experi-
enced an adverse reaction within 7 days 
but the majority of these were mild or 
moderate. Significantly fewer adverse 
reactions occurred in the placebo 
group. No serious events were recorded.

The high-dose Ebola vaccine has 
potential because it is safe and immu-
nogenic. However, further clinical trials 
are needed. 
Zhu F, Hou L, Li J, et al. Safety and immunogenicity 
of a novel recombinant adenovirus type-5 vector-
based Ebola vaccine in healthy adults in China: 
preliminary report of a randomised, double-blind, 
placebo-controlled, phase 1 trial. Lancet 2015; 385: 
2272–279. 

Schistosomiasis burden in 
sub-Saharan Africa

Schistosomiasis affects around 240 
million individuals worldwide, mostly 
in sub-Saharan Africa. However, no 
research has quantified the distribution 
or the risk estimates of the disease. 

A recent systematic review exam-
ined over 1000 records and studies 
that had documented the prevalence 
of the two main schistosome species 
(Schistosoma haematobium and Schis-
tosoma mansoni) to enable the authors 
to calculate the risk of infection across 
sub-Saharan Africa.

Analysis revealed the infection risk 
has decreased since 2000. In 2012, 
163 million people in sub-Saharan Af-
rica were infected with one of the two 
Schistoma species, 35% of whom were 
school-aged children. Mozambique 
had the highest prevalence in school-
aged children (53%). The authors 
estimated, 123 million doses 
of praziquantel (used to treat the 
disease) were required per year for 
school-aged children and 247 million 
for the entire population.

This research may help the creation 
of targeted interventions to control 
schistosomiasis.
Lai Y, Biedermann P, Ekpo U, et al. Spatial distribu-
tion of schistosomiasis and treatment needs in 
sub-Saharan Africa: a systematic review and geosta-
tistical analysis. Lancet Infect Dis 2015; 15: 927–40. 

Cryptococcal testing and 
community care for HIV patients
Mortality among Africans with HIV 
infection starting antiretroviral therapy 
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(ART) is high, especially among those 
with advanced disease. The majority of 
these deaths are caused by tuberculosis 
(TB) and cryptococcal meningitis.  

A recent trial conducted in Tan-
zania and Zambia recruited 2000 
patients with advanced HIV infection 
and randomly assigned half to receive 
standard clinic care. The other half 
received  the community intervention, 
which included four home visits whilst 
initiating ART in addition to cryptococ-
cal antigen testing and treatment. Upon 
diagnosis, all patients were screened 
for TB and those in Tanzania were re-
tested at 6–8 weeks. Researchers aimed 
to assess the effect of the intervention 
on mortality.

After 1 year, 134 (13%) of patients in 
the intervention group had died com-
pared with 180 (18%) patients in the 
standard care group, a significant mor-
tality reduction of 28%. The total cost 
per patient was approximately US$60.

This intervention may substantially 
reduce mortality in HIV programmes 
across Africa.
Mfinanga S, Chanda D, Kivuyo S, et al. Cryptococcal 
meningitis screening and community-based early 
adherence support in people with advanced HIV 
infection starting antiretroviral therapy in Tanzania 
and Zambia: an open-label, randomised controlled 
trial. Lancet 2015; 385: 2173–182. 

Long-term outcomes 
of abdominal aortic 

aneurysm repairs
The use of endovascular repairs for 
abdominal aortic aneurysms (AAA) is 
increasing due to evidence suggesting 
increased perioperative benefit over 
open repairs. However, studies suggest 
that the survival benefit from endovas-
cular repair is not sustained.

Therefore, an American observational 
study identified 40 000 matched pairs 
of patients who had undergone either 
open or endovascular repair of an AAA 
in order to assess long-term survival and 
complications.

The overall perioperative mortality 
was significantly lower with endovas-
cular repair (1.6%) versus open repair 
(5.2%). This difference remained signifi-
cant for 3 years after which the survival 
rates were similar. After 8 years follow-

up, aneurysm rupture had occurred in 
5.4% of patients following endovascular 
repair compared with 1.4% of patients 
after open repair. However, results 
showed outcomes for endovascular 
repair have continued to improve.

The survival advantage of endovas-
cular repair for AAA, as compared 
with open repair, gradually decreased 
over time.
Schermerhorn M, Buck D, O’Malley A, et al. Long-
term outcomes of abdominal aortic aneurysm in the 
Medicare population. NEJM 2015; 373: 328–38. 

Diagnosing angina with CT 
coronary angiography

Many cardiac patients with stable 
chest pain are misdiagnosed as non-
cardiac, therefore improved diagnostic 
accuracy is required. To investigate 
this, a trial has assessed the effect 
of patients undergoing CT coronary 
angiography (CTCA) when a diagnosis 
of angina was suspected.

All 4146 patients with suspected an-
gina were assessed and received a di-
agnosis. Patients were then randomised 
to receive standard care (calculating 
cardiovascular risk scores) or standard 
care, plus CTCA. Using this informa-
tion, the diagnosis was reviewed after 
6 weeks.

At baseline, 47% of patients had 
a diagnosis of coronary heart disease 
(CHD) and 36% had angina due to 
CHD. At the 6 week review, CTCA had 
reclassified 27% of patients diagnosed 
with CHD and 23% of patients with a 
diagnosis of angina. CTCA increased the 
certainty and the frequency of a CHD 
diagnosis. For angina, CTCA increased 
the certainty but decreased the frequen-
cy of the diagnosis being made.

CTCA can help clarify the diagnosis 
of CHD and angina.
The SCOT-HEART investigators. CT coronary angio-
graphy in patients with suspected angina due to 
coronary heart disease (SCOT-HEART): an open-
label, parallel-group, multicentre trial. Lancet 2015; 
385: 2383–391. 

Cardiovascular outcomes 
in type 2 diabetes

Patients with type 2 diabetes have a 
greatly increased risk of cardiovascular 
events, and therefore improved glucose 
control may reduce this occurrence. 

Previously, a prominent trial estab-
lished that 5 years of intensive glucose 
lowering therapy, as compared with 
standard therapy, did not reduce the rate 
of cardiovascular events. The authors 
have now investigated whether this 
period of intensive glucose-lowering 
therapy improved cardiovascular out-

comes over an extended follow-up. 
After 10 years, 288 major cardio-

vascular events had occurred in the 
standard-therapy group, as compared 
with 253 in the intensive group. These 
results indicate a significant increase in 
the time to a first major cardiovascular 
event in the intensive therapy group 
Hazard Ratio (HR, 0.83). However, no 
difference in total mortality was evident 
between the two groups.

Patients receiving intensive glucose 
control for over 5 years had fewer major 
cardiovascular events after 10 years.
Hayward R, Reaven P, Wiitala W, et al. Follow-up 
of glycemic control and cardiovascular outcomes in 
type 2 diabetes. NEJM 2015; 372: 2197–206. 

Treatment for α1 
antitrypsin deficiency

Alpha-1 (α1) antitrypsin deficiency is a 
genetic disorder that is strongly associ-
ated with the development of emphy-
sema. Recent studies have hinted that 
α1 proteinase inhibitor (A1P1) infusions 
may help slow progression of lung 
damage. Therefore, a recent trial has 
assessed the efficacy of augmentation of 
A1P1 treatment.

A total of 180 patients with α1 
antitrypsin deficiency were randomly 
assigned to receive A1P1 or placebo 
for 24 months. The primary endpoints 
calculated CT lung density at total lung 
capacity (TLC) and functional residual 
capacity (FRC).

Results showed the annual rate of 
lung density loss at TLC and FRC com-
bined did not differ between groups. 
However, the annual rate of lung den-
sity loss at TLC alone was significantly 
less in patients in the A1P1 group 
than in the placebo group, but was 
not significant when FRC was mea-
sured alone. 

A1P1 augmentation may slow the 
progression of emphysema in individu-
als with α1 antitrypsin deficiency.
Chapman K, Burdon J, Piitulainen E, et al. Intra-
venous augmentation treatment and lung density 
in severe α1 antitrypsin deficiency (RAPID): a ran-
domised, double-blind, placebo-controlled trial. 
Lancet 2015; 386: 360–68. 

Lung function in chronic 
obstructive pulmonary disease

Chronic obstructive pulmonary dis-
ease (COPD) is thought to result from 
an accelerated decline in the forced 
expiratory volume in 1 second (FEV1) 
over time, especially after exposure to 
tobacco smoke. However, it is possible 
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that a normal decline in FEV1 could also 
lead to COPD in people with reduced 
FEV1 in early adult life. 

Therefore, a study aimed to evaluate 
this alternative hypothesis by collating data 
from three longitudinal cohort studies. 
After analysis of lung function data from 
657 COPD patients, the authors then 
determined the rate of decline in FEV1. 

Results showed that approximately 
half of COPD patients had a normal 
FEV1 at 40 years of age and had a rapid 
decline in FEV1 thereafter. However, the 
remaining half of COPD patients had 
had a low FEV1 in early adulthood and 
a subsequent expected decline in FEV1 
despite normal smoking exposure.

A low FEV1 in early adulthood is im-
portant in the pathogenesis of COPD.
Lange P, Celli B, Agustí A, et al. Lung-function tra-
jectories leading to chronic obstructive pulmonary 
disease. NEJM 2015; 373: 111–22. 

Oxygen therapy in acute 
hypoxaemic respiratory failure

Whether noninvasive ventilation should 
be administered in patients with acute 
hypoxaemic respiratory failure is de-
bated. Therapy with high-flow oxygen 
through a nasal cannula may offer an 
alternative in patients with hypoxaemia.

A multicentre trial investigating this 
question randomly assigned 310 patients 
in acute hypoxaemic respiratory failure 
without hypercapnia to receive either 
high-flow oxygen, standard oxygen 
therapy, or non-invasive positive-pres-
sure ventilation. The primary outcome 
measured the proportion of patients 
intubated at day 28.

Results showed no significant dif-
ference in the intubation rate between 
the three groups. However, the number 
of ventilator-free days at day 28 was 
significantly higher in the high-flow 
oxygen group. Further analysis showed a 
significantly increased 90-day mortality 
for standard oxygen and non-invasive 
ventilation when compared with the 
high-flow oxygen group (HRs 2.01 and 
2.50, respectively).

Treatment with high-flow oxygen, 
standard oxygen, or noninvasive ventila-
tion did not alter intubation rates.
Frat J, Thille A, Mercat A, et al. High-flow oxygen 
through nasal cannula in acute hypoxemic respira-
tory failure. NEJM 2015; 372: 2185–196.

Cervical screening in 
sub-Saharan Africa

In sub-Saharan Africa, the mortality 
rates from cervical cancer are the high-
est in the world. Implementing cytolo-
gy-based cervical cancer screening in 
resource-poor settings is challenging. 
However alternative methods including 
visual inspection after application of 
acetic acid (VIA) or Lugol’s iodine (VILI), 
and human papilloma virus (HPV) test-
ing, can be used.

A recent systematic review com-
pared the accuracy of these alternative 
strategies with cytology-based screening 
for the detection of cervical intraepithe-
lial neoplasia grade 2 or worse (CIN2+) 
in 11 000 sub-Saharan Africa women.

The overall prevalence of CIN2+ 
from 15 selected studies ranged from 
2.3% to 4.9%. VILI demonstrated the 
most accurate alternative to cytology, as 
it was 13% more sensitive, and as spe-
cific as VIA. Although not a significant 
difference, VILI was 7% more sensitive 
and 13% more specific than HPV.

VILI is a simple and affordable alter-
native for cervical cancer screening in 
sub-Saharan Africa. 
Fokom-Domgue J, Combescure C, Fokom-Defo V, et 
al. Performance of alternative strategies for primary 
cervical cancer screening in sub-Saharan Africa: sys-
tematic review and meta-analysis of diagnostic test 
accuracy studies. BMJ 2015; 351: 3084. 

Cervical cancer vaccine 
dose regimens

There is evidence to suggest that one or 
two doses of the HPV vaccine (HPV-
16/18) provides similar protection to the 
recommended three-dose regimen. 

To examine the efficacy of a two- or 
one-dose HPV-16/18 vaccine regimen, 
authors examined data from two previ-
ous trials. Using women who had only 
received one dose (n=543) or two doses 
(n=1185) of the vaccine, they then com-
pared HPV infection rates to those who 
received all three doses (n=22327) after 
a 12-month follow-up.

The vaccine efficacy against HPV-
16/18 infection for three doses was 
77%, two doses was 76%, and one dose 
was 86%. The vaccine efficacy against 
incident HPV-31/33/35 infections for 
three doses was 60%, two doses was 
38%, and one dose was 37%. How-
ever, two doses separated by 6 months 
increased protection against HPV-
31/33/35.

A one- or two-dose schedule of the 
HPV-16/18 vaccine may protect against 
HPV-16/18 infection.
Kreimer A, Struyf F, Del Rosario-Raymundo M, et al. 
Efficacy of fewer than three doses of an HPV-16/18 
AS04-adjuvanted vaccine: combined analysis of data 
from the Costa Rica Vaccine and PATRICIA trials. 
Lancet Oncology 2015; 16: 775–86. 

Regional nodal irradiation 
in breast cancer

Many women with early-stage breast 
cancer undergo breast-conserving sur-
gery followed by whole-breast irradiation 
to reduce local recurrence. It is unknown 
whether giving radiotherapy to regional 
lymph nodes would improve outcomes.

A Canadian trial randomly assigned 
over 1800 women with node-positive 
or high-risk node-negative breast cancer 
to receive either whole breast irradia-
tion plus nodal irradiation to internal 
mammary, supraclavicular, and axillary 
nodes whole-breast irradiation alone 
(control group).

At the 10-year follow-up, the sur-
vival rate in the nodal-irradiation group 
was 82.3% compared with 81.8% in 
the control group – a non-significant 
difference. Further analysis showed, 
the rate of disease-free survival was 
significantly higher in the nodal irradia-
tion group (82.0%) versus 77% in the 
control group (HR, 0.76). However, 
this was offset by patients in the nodal 
irradiation group that experienced 
higher rates of acute pneumonitis and 
lymphoedema. 

The addition of nodal-irradiation in ad-
dition to whole-breast irradiation reduced 
the rate of breast-cancer recurrence.
Whelan T, Olivotto I, Parulekar W, et al. Regional 
nodal irradiation in early-stage breast cancer. NEJM 
2015; 373: 307–16. 

Methadone continuation 
for prisoners

Methadone is an effective treatment for 
opioid dependence. Most prisons in 
the USA discontinue methadone treat-
ment when people are incarcerated. 
This often causes withdrawal symptoms 
and loss of opioid tolerance, rendering 
prisoners susceptible to relapse and 
overdose on release.

A recent randomised trial in the USA 
randomly assigned 283 newly incarcer-
ated prisoners to undergo continued 
methadone treatment or methadone 
withdrawal. The authors aimed to 
analyse the effect of forced methadone 
withdrawal on prisoner enrolment into 
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post-release treatment programmes.
Results demonstrated that partici-

pants assigned to continued-methadone 
were more than twice as likely than 
forced-withdrawal participants to return 
to a community methadone clinic upon 
release. For the continued-methadone 
and forced-withdrawal groups, the 
number of deaths were 1 and 0, admis-
sions to hospital were 1 and 4; and 
emergency-room visits were 11 and 16, 
respectively.

Forced withdrawal from methadone 
on incarceration reduced the likelihood 
of prisoners re-engaging in methadone 
maintenance after their release.
Rich J, McKenzie M, Larney S, et al. Methadone 
continuation versus forced withdrawal on incarcera-
tion in a combined US prison and jail: a randomised, 
open-label trial. Lancet 2015; 386: 350–59. 

Long-term outcomes following 
self-poisoning

Suicide is the most common cause of 
death among adolescents worldwide, 
with poisoning being the leading 
method of attempted suicide. Survival 
after self-poisoning is common and thus 
secondary prevention for individuals 
can be implemented. A Canadian co-
hort study aimed to determine outcomes 
after self-poisoning in adolescents.

A total of 20 471 adolescents 
discharged from hospital after self-
poisoning were identified, and matched 
to over one million controls. After a 
7-year follow-up, 248 (1%) of the ado-
lescents with a history of self-poisoning 
had died, 126 (51%) of whom died by 
suicide. The median time from hospital 
discharge to suicide was 3 years. Factors 
associated with suicide included recur-
rent self-poisoning (HR, 3.5), male sex 
(2.5), and psychiatric care in the past 
year (1.7).

Self-poisoning in adolescence is a 
strong predictor of suicide.
Finkelstein Y, Macdonald E, Hollands S, et al. Long-
term outcomes following self-poisoning in ado-
lescents: a population-based cohort study. Lancet 
Psychiatry 2015; 2: 532–39. 

Mortality in individuals 
with attention deficit 
hyperactivity disorder

Attention deficit hyperactivity disorder 
(ADHD) is a common mental disorder 
that is associated with accidents, sub-
stance misuse, criminality, and conduct 
disorder. These are linked to an increase 
in mortality but it is unknown whether 
ADHD itself is associated with an in-
creased mortality.

A recent Danish study utilised national 
registers to identify and follow-up over 

32 000 individuals with ADHD. They then 
estimated mortality rate ratios (MRR) and 
compared them to the mortality rates of 
almost 2 million control individuals.

After a total of 24.9 million person-
years of follow-up, the mortality rate per 
10 000 person-years was 5.85 among 
individuals with ADHD compared 
with 2.21 in those without, yielding a 
significant MRR of 2.07. Accidents were 
the most common cause of death. After 
exclusion of individuals with conduct 
disorder, substance use disorder, and 
oppositional defiant disorder, ADHD 
remained associated with significantly 
increased mortality.

ADHD was associated with in-
creased mortality rates.
Dalsgaard S, Østergaard S, Leckman J, et al. Mor-
tality in children, adolescents, and adults with at-
tention deficit hyperactivity disorder: a nationwide 
cohort study. Lancet 2015; 385: 2190–96. 

Guselkumab for plaque psoriasis
Psoriasis is a chronic skin condition that 
can have a substantial effect patients’ 
quality of life. A new therapeutic drug, 
guselkumab, a human monoclonal 
antibody has been developed to block 
interleukin-23, an important protein in 
the pathogenesis of psoriasis. 

A phase two trial compared the ef-
ficacy of guselkumab with the current 
widely used treatment, adalimumab, 
among 293 patients with moderate-
severe psoriasis. Each patient was ran-
domly assigned to receive guselkumab 
at one of five doses (ranging from 5 mg 
to 200 mg), or adalimumab (standard 
dose), or placebo. The primary endpoint 
measured the proportion of patients 
with cleared or minimal psoriasis.

At week 16, 86% of the patients 
receiving 100 mg of guselkumab had 
minimal or cleared psoriatic plaques 
compared with 58% in the adalimumab 
group and 7% in those receiving pla-
cebo. Guselkumab at a dose of 50 mg, 
100 mg, and 200 mg was more effective 
than adalimumab. 

Guselkumab may be an effective 
therapy for plaque psoriasis.
Gordon K, Duffin K, Bissonnette R, et al. A phase 2 
trial of guselkumab versus adalimumab for plaque 
psoriasis. NEJM 2015; 373: 136–44. 

Pembrolizumab for 
advanced melanoma

Molecular research into melanoma has 
led to new treatments improving patient 
survival. One such new treatment, pem-
brolizumab, an immunoregulator agent, 

has undergone phase three trials and the 
results have now been published.

The trial randomised over 800 pa-
tients to receive pembrolizumab (10 mg 
per kg) either every 2 or every 3 weeks, 
or to receive four doses of ipilimumab 
(the standard-of-care treatment for ad-
vanced melanoma). 

The estimated 6-month progression-
free-survival rates were 47.3% for 
pembrolizumab every 2 weeks, 46.4% 
for pembrolizumab every 3 weeks, and 
26.5% for ipilimumab. Median estimates 
of progression-free survival for the three 
groups were 5.5 months, 4.1 months 
and 2.8 months respectively. Estimated 
12-month survival rates were 74.1% for 
pembrolizumab every 2 weeks, 68.4% 
for pembrolizumab every 3 weeks, 
and 58.2% for ipilimumab. The rate of 
treatment-related side effects was lower 
in the pembrolizumab groups.

Pembrolizumab prolonged progres-
sion-free survival and overall survival.
Robert C, Schachter J, Long G, et al. Pembrolizumab 
versus ipilimumab in advanced melanoma. NEJM 
2015; 372: 2521–32.
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