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Obs & Gyn
Obesity: myths, presumptions, 

and facts
A review of popular media and scien-
tific writings has identified some popu-
lar myths (beliefs despite contradictory 
evidence), presumptions (beliefs without 
confirmatory evidence), and facts (beliefs 
confirmed by evidence) about obesity.
Seven myths
• Regular small alterations in energy in-
take will produce large long-term weight 
effects.
• Realistic goals are important.
• Slow gradual weight loss is better than 
large rapid weight loss.
• Assessing state of change or readiness 
for dieting is important.
• Physical education classes (as current-
ly organised) are important.
• Breast feeding protects against obesity.
• Sexual activity burns up a lot of calo-
ries.
Six presumptions
• Skipping breakfast leads to excess 
weight.
• Childhood exercise and dietary habits 
influence adult weight.
• Eating more fruit and vegetables alone 
results in weight maintenance or loss.
• Weight cycling (up and down) is asso-
ciated with higher mortality.
• Frequent snacking causes overweight 
and obesity.
• The built environment (pavements, 
buildings, and parks) influences obesity.
Nine facts
• Genetic factors and environmental 
changes are both important.
• Diets are effective but long-term results 
are often poor.
• Exercise is good for you.
• Exercise must be in sufficient quantity 
if it is to affect weight.
• Maintenance of weight loss depends 

on persistent efforts.
• For overweight children parental and 
home involvement are important.
• Provision of meals and meal-replace-
ment products promote greater weight 
loss.
• Drug treatments may help but must be 
persisted with.
• Bariatric surgery is successful in se-
lected patients.
Casazza K et al. Myths, presumptions, and facts 
about obesity. NEJM 2013; 368: 446–54.

AIDS
Early treatment for HIV infection

Although it is increasingly accepted that 
early treatment of HIV infection is ben-
eficial there have been no randomised 
trials that clearly show such benefit. Two 
successive papers in the New England 
Journal of Medicine have addressed the 
issue.

The SPARTAC trial included 366 
adults with primary HIV infection in 
eight countries. Randomisation within 6 
months of seroconversion was to antiret-
roviral therapy (ART) for 48 weeks or 12 
weeks, or to no ART (controls) with an 
average follow-up of 4.2 years. The pri-
mary endpoint (CD4+ count <350 cells 
per cu mm or initiation of long term ART) 
was reached by 50% (48-week ART), 
61% (12-week ART), and 61% (con-
trols). The risk of reaching the primary 
endpoint was reduced significantly by 
48-week ART compared with no ART. 
A CD4+ count of <350 cells per cu mm 
was reached by 28% (48-week ART), 
40% (12-week ART), and 40% (controls). 
Long-term ART was started in 22%, 21%, 
and 22% of these groups respectively. 
Compared with no ART, 48-weeks of 
ART increased the median time to the 
primary endpoint by 65 weeks. There 
was a suggestion that earlier initiation 
of ART delayed the time to the primary 
endpoint. Thirty-six weeks after starting 
48 weeks of ART the average reduction 
in HIV RNA level was 0.44 log10 cop-
ies per ml. There were no significant 
differences between the three groups in 
progression to AIDS, mortality, or serious 
adverse events.

A US observational study included 
two partially overlapping study sets of 
patients with acute or early HIV-1 in-
fection. Set 1 consisted of 384 patients 
who were not receiving ART and set 2 
included 213 patients who received ART 
and had a suppressed plasma HIV load. 
Among patients not receiving ART CD4+ 
counts increased from a median value of 
495 cells per cumm at study entry to a 
peak of 763 cells per cu mm 4 months 
after the estimated date of infection and 
then decreased. An increase in CD4+ 
count to 900 cells per cu mm or higher 
occurred in 64% of patients who began 
ART less than 4 months after the estimat-
ed date of infection and 34% of patients 
who began ART later. After adjustment 
for CD4+ count at the start of ART (500 
or more or <500 cells per cu mm) later 

initiation of ARST was associated with 
slower CD4+ recovery and reduced the 
likelihood of the CD4+ count increasing 
to at least 900 cells per cu mm by 65%. 
Plasma HIV RNA level at the time of 
starting ART did not influence CD4+ cell 
recovery.

These studies provide evidence to 
support early initiation of ART.
The SPARTAC trial investigators. Short-course antiret-
roviral therapy in primary HIV infection. NEJM 2013; 
368: 207–17; Le T et al. Enhanced CD4+ T-cell re-
covery with earlier HIV-1 antiretroviral therapy. Ibid: 
218–30; Walker BD, Hirsch MS. Antiretroviral therapy 

General Preventing preterm birth
Around the world each year about 
15 million babies are born preterm (<37 
weeks gestation), 1.1 million die as a re-
sult of prematurity, and many survivors 
are disabled. Rates of preterm birth have 
risen in many countries. Trends in pre-
term births and possibilities for preven-
tion have been assessed in 39 developed 
countries (with very high human devel-
opment index (VHHDI)).

It was estimated that, even if all 39 
countries achieved reductions in pre-
term birth rates reached by the best 
achieving countries since 1990, they 
would only have a relative reduction 
of <5% between 2010 and 2015. Im-
portant factors for preterm birth include 
non-medically-indicated induction of la-
bour and caesarean section and assisted 
reproductive technologies. In the USA 
probably half of the rise of preterm births 
in 1989–2004 was unexplained. Five in-
terventions had the potential to produce 
clinically significant reductions in rates 
of preterm births: stopping smoking, re-
ducing multiple embryo transfers during 
assisted reproductive technologies, cer-
vical cerclage, progesterone supplemen-
tation, and reduction of non-medically-
indicated labour induction or caesarean 
delivery. These measures could prevent 
58 000 preterm births each year with a 
saving of about US$3 billion a year.

These researchers recommend a tar-
get of 5% relative reduction in preterm 
birth rates between 2010 and 2015. 
More research into mechanisms and 
prevention of preterm birth is needed 
and it is essential to include developing 
countries.
Chang HH et al. Preventing preterm births: analysis 
of trends and potential reductions with interventions 
in 39 countries with very high human development 
index. Lancet 2013; 381: 223–34; Norman JE, Shen-
nan AH. Prevention of preterm birth – why can’t we 
do any better? Ibid: 184–5 (comment).
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Fetal macrosomia in developing 
countries

Fetal macrosomia may lead to perina-
tal death, perinatal asphyxia, shoulder 
dystocia, caesarean section, maternal 
haemorrhage, prolonged labour, and 
perinatal trauma. In the developed world 
the prevalence of macrosomia has in-
creased along with maternal obesity 
and diabetes. Little is known, however, 
about fetal macrosomia in developing 
countries. Now the WHO Global Survey 
on Maternal and Perinatal Health has 
provided data about macrosomia (birth-
weight >90th percentile using country-
specific data) for infants born in hospi-
tal in 23 developing countries in Africa 
and Latin America (2004–2005) and Asia 
(2007–2008), including 276 436 single-
ton livebirths or fresh stillbirths. The 
90th percentile for birthweight varied 
from 3250 g in India to 4050 g in Alge-
ria and the prevalence of a birthweight 
of 4000 g or greater was 0.5% in India 
and 14.9% in Algeria. Factors found to 
be significantly associated with macro-
somia included higher maternal age (20–
34 years), higher maternal height, higher 
parity, higher maternal BMI, maternal 
diabetes, post-term pregnancy, and male 
fetus. Macrosomia was associated with 
increased risk of caesarean section and 
of adverse maternal outcomes. The risk 
of adverse perinatal outcome was in-
creased in Asia.

The increase in obesity and diabetes 
in women of reproductive age might 
have led to an increase in fetal macro-
somia worldwide. Research into ways of 
controlling these factors is needed.
Koyanagi A et al. Macrosomia in 23 developing 
countries: an analysis of a multicountry, facility-
based, cross-sectional survey. Lancet 2013; 381: 
476–83; Dennedy M, Dunne F. Macrosomia: defining 
the problem worldwide. Ibid: 435–6 (comment).

Wood stoves, air pollution, and 
mortality in Tasmania

A study in Launceston, Tasmania, Austra-
lia has confirmed that reducing outdoor 
pollution from domestic wood heaters 
improves population health.

In 2001, Launceston had a popula-
tion of 67 000. From July 2001, a plan 
to reduce outdoor pollution from domes-
tic wood heaters was instigated, includ-
ing community education campaigns, 
enforcement of environmental regula-
tions, and a programme of replacement 
of wood heaters. In Hobart there were 
no specific air quality interventions 
and 148 000 residents served as con-
trols. Daily mortality was assessed from 
1994–2007. In Launceston, after the 
intervention, there were significant re-
ductions among males in all cause mor-
tality (by 11.4%), cardiovascular mortal-
ity (by 17.9%), and respiratory mortality 
(by 22.8%). There were no significant 
changes in mortality among females. In 
males and females combined there were 
almost significant falls in cardiovascular 
and respiratory mortality during winter. 
Particulate air pollution with particle size 
<10 μm diameter was reduced from a 

mean of 42 μg/m3 to 26 μg/m3 during the 
winters of 1994–2000 and 2001–2007. 
There were no significant changes in 
mortality in Hobart. The intervention was 
effective in reducing air pollution and 
improved mortality rates, particularly in 
men.
Johnston FH. Evaluation of intervention to reduce 
air pollution from biomass smoke on mortality in 
Launceston, Australia: retrospective analysis of daily 
mortality, 1994–2007. BMJ 2013; 346: (Jan 12): 14 
(2012; 345: e8446).

Work stress and cancer risk: no 
connection

Stress at work may be associated with 
increased risks of coronary disease and 
depression. Now a meta-analysis has 
shown no relationship between work 
stress and cancer risk.

The meta-analysis included 116 056 
people aged 17–70 in 12 independent 
studies in six European countries be-
tween 1985 and 2008, all part of single 
consortium. Data on lifestyle, sociode-
mographic factors, and work stress 
were related to registry data on disease 
outcomes including cancer. There were 
nonsignificant increases in risk of 16% 
(colorectal cancer) and 17% (lung can-
cer) and reductions in risk of 3% (breast 
cancer) and 14% (prostate cancer) asso-
ciated with job strain.

This meta-analysis did not provide ev-
idence that job strain increases the risk 
of common cancers.
IPD-Work Consortium. Work stress and risk of can-
cer: meta-analysis of 5700 incident cancer events in 
116 000 European men and women. BMJ 2013; 346: 
12 (f165).

Antidepressants and prolonged QTc
The US Food and Drug Administration 
has warned about a prolongation of cor-
rected QT interval (QTc) with use of the 
anti-depressant, citalopram. Prolonged 
QTc is associated with increased risk of 
ventricular arrhythmias.  Now a study in 
a large healthcare system in New Eng-
land, USA has confirmed prolongation of 
QTc with citalopram, escitalopram, and 
amitriptyline.

The study included 38 397 patients 
who had an ECG after being prescribed 
an antidepressant or methadone be-
tween February 1990 and August 2011. 
The antidepressants studied were the 
selective serotonin reuptake inhibitors 
(SSRIs) citalopram, escitalopram, fluox-
etine, paroxetine, and sertraline, and 

Treatment of menorrhagia: 
levonorgestrel intrauterine system 

versus medical therapy
The levonorgestrel-releasing intrauterine 
system (levonorgestrel-IUS) is used to 
treat menorrhagia but the evidence for 
this treatment is limited. Now a UK trial 
has shown the levonorgestrel-IUS to be 
more effective than medical treatment.

A total of 571 women aged 25–60 
(mean 42 years) with menorrhagia were 
randomised at 63 UK centres to the intra-
uterine system or usual medical treatment 
(which could include mefenamic acid, 
tranexamic acid, norethindrone, oestro-
gen/progesterone or progesterone-only 
oral contraceptive pill, or medroxypro-

gesterone acetate injection). Outcomes 
were assessed using the Menorrhagia 
Multi-Attribute Scale (MMAS) a score of 
0–100, lower scores indicating greater 
severity. At 6 months mean MMAS scores 
had improved significantly more in the 
levonorgestrel-IUS group, by 32.7vs 21.4 
points from a baseline level of around 40 
points. Over 2 years of follow-up scores 
improved in both groups but remained 
significantly better in the levonorgestrel-
IUS group. The greater improvements in 
the levonorgestrel-IUS group occurred in 
the domains of practical difficulties, so-
cial life, family life, work and daily rou-
tine, psychological well-being, physical 
health, and quality of life. At 2 years sig-
nificantly more women were continuing 
with the intrauterine system (64%) than 
with usual medical treatment (38%). 
There were no significant group differ-
ences in rates of surgery, sexual activity, 
or serious adverse events.

The levonorgestrel-IUS was better 
than usual medical care.
Gupta J et al. Levonorgestrel intrauterine system ver-
sus medical therapy for menorrhagia. New England 
Journal of Medicine 2013; 368: 128–37; Espey E. 
Levonorgestrel intrauterine system – first-line therapy 
for heavy menstrual bleeding. Ibid: 184–5 (editorial).
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non-SSRI antidepressants, amitriptyline, 
nortriptyline, bupropion, duloxetine, 
mirtazapine, and venlafaxine. The opi-
oid, methadone was included to confirm 
assay sensitivity since it is known to pro-
long QTc. There were significant dose-
related associations between citalopram, 
escitalopram, and amitriptyline and pro-
longed QTc and between bupropion and 
shortened QTc. None of the other seven 
antidepressants had a significant effect 
on QTc.

Prolonged QTc was associated with 
use of citalopram, escitalopram, and am-
itriptyline. The risk is greater with older 
and more ill patients.
Castro VM et al. QT interval and antidepressant use: 
a cross sectional study of health records. BMJ 2013; 
346 (Feb 9): 15 (f288).

Ten-valent pneumococcal conju-
gate vaccine for children

The seven-valent pneumococcal vac-
cine was effective in reducing rates of 
invasive pneumococcal disease but there 
has been an increase in disease due to 
non-vaccine strains. A trial in Finland has 
shown the effectiveness of a new ten-
valent vaccine (the PHiD-CV10, with 10 
serotype-specific polysaccharides conju-
gated to Haemophilus influenzae protein 
D, tetanus toxoid, and diphtheria toxoid).

The trial included 47 369 children 
aged <19 months in 78 geographical 

Fractional dose IPV
After wild-type poliovirus has been erad-
icated the use of oral poliovirus vaccine 
will cease and inactivated poliovirus 
vaccine (IPV) will be used. Strategies for 
reducing the cost of IPV are being con-
sidered, including the use of fractional 
doses. A study in Cuba has demonstrated 
the immunogenicity of fractional dosing.

A total of 320 infants were ran-
domised to receive either a full dose of 
IPV intramuscularly or a fractional dose 
(one-fifth of the full dose) intradermally, 
at 4 and 8 months of age. After the first 
doses, seroconversion to polio viruses 
1, 2, and 3 occurred in 16.6%, 47.1% 
and 14.7% (fractional dose) and 46.6%, 
62.8%, and 32.0% (full dose). Prim-
ing (poor response to the first dose but 
good response to the second) occurred 
in 90.8%, 94.0%, and 89.6% (fractional 
dose) vs 97.6%, 98.3%, and 98.1% (full 
dose). The rate of seroconversion after 
two fractional doses for the three viral 
types was 9.36%, 98.1%, and 93.0% 
respectively. In the full dose group the 
corresponding proportions were 100%, 
100%, and 99.4%. There were more mi-
nor adverse reactions with intradermal 
injection.

The use of fractional doses of IPV in-
duces seroconversion in >90% of infants 
after intradermal injections at 4 and 8 
months.
Resik S et al. Priming after a fractional dose of inacti-
vated polio virus vaccine. NEJM 2013; 368: 416–24.

Paediatrics
Haemoglobin S in neonates 

worldwide
The heterozygote advantage that has led 
to the persistence of sickle cell haemo-
globin (HbS) is protection from malaria. 
Malaria control will reduce or eliminate 
this advantage but it is estimated that this 
might take 100 generations. An assess-
ment of the prevalence of HbS in neo-
nates worldwide has been reported.

Using demographic data and a data 
base of HbS surveys, a map was drawn 
up showing the current global distribu-
tion of HbS in neonates. Global, region-
al, and national estimates of numbers of 
neonates with homozygous or heterozy-
gous HbS have been calculated. There 
are high prevalences of HbS in neo-
nates in sub-Saharan Africa, the Middle 
East, and India, and lesser prevalences 
in western Europe and along the east 
coast of the Americas. In 2010, around 
5.5 million neonates around the world 
were AS heterozygotes and 0.3 million 
were SS homozygotes. Almost two-third 
of the heterozygotes (64.2%) were in 
the SHO African region, 20% were in 
the South-East Asian region, 7.6% in the 
Americas region, 5.7% in the Eastern 
Mediterranean region, and 2.6% in the 
European region. Three-quarters of ho-
mozygotes (75.4%) were in the African 
region, 15.1% in the South-East Asian re-
gion, 4.6% in the Americas region, 3.6% 
in the Eastern Mediterranean region, 
and 1.3% in the European region. Three 
countries; Nigeria, India, and the Demo-
cratic Republic of Congo, were home to 
half of all HbAS or HbSS neonates.

It is hoped that these figures will aid 
the assessment of population needs.
Piel FB et al. Global epidemiology of sickle haemo-
globin in neonates: a contemporary geostatistical 
model-based map and population estimates. Lancet 
2013; 381: 142–51. Boosting services for people 
with sickle-cell disease. Ibid: 90 (editorial); Darlison 
MW, Modell B. Sickle-cell disorders: limits of descrip-
tive epidemiology. Ibid: 98–9 (comment).

Antibiotics in acute severe 
malnutrition

A trial in rural Malawi has confirmed 
that giving antibiotics routinely to chil-
dren with severe acute malnutrition im-
proves outcomes.

At 18 rural feeding clinics a total of 
2767 children aged 6–59 months with 
uncomplicated severe acute malnutrition 
were randomised to one of three groups: 
amoxicillin suspension 80–90 mg/kg 
daily in two divided doses, cefdinir sus-
pension 14 mg/kg daily in two divided 
doses, or placebo. All of the children 
were treated as outpatients and given 
ready-to-use therapeutic food (RUTF). 
Recovery was defined as the absence of 
oedema and a weight-for-height-z score 
of –2 or higher. It occurred in 88.7% in 
the amoxicillin group, 90% in the cef-
dinir group, and 85.1% in the placebo 
group, significant improvements in risk 
of treatment failure of 32% with amoxi-
cillin and 55% with cefdinir compared 
with placebo. Mortality was significantly 
less with antibiotics (4.8%, 4.1%, and 
7.4% in the three groups respectively) 
and recovery was quicker.

Routine treatment with antibiotics for 
children with severe acute malnutrition 
improves recovery rates and speed of re-
covery and lowers mortality.
Trehan I et al. Antibiotics as part of the manage-
ment of severe acute malnutrition. NEJM 2013; 368: 
425–35.

clusters, with 52 clusters randomised to 
the ten-valent vaccine and 26 control 
clusters randomised to hepatitis vac-
cines.  Children received either three 
or two doses, according to age, with 
or without a later booster dose. Over 
a mean follow-up of 25 months there 
were 12 cases of invasive pneumococ-
cal disease due to vaccine serotypes in 
the control groups but only one in vac-
cine groups. The estimated effectiveness 
of the 3+1 vaccine schedule was 100%, 
and of the 2+1 schedule, 92%. Overall, 
the vaccine effectiveness against vaccine 
and nonvaccine serotype pneumococ-
cal disease was 93%, but 100% in chil-
dren aged 7 months or older. Eighteen 
children had serious, non-fatal, adverse 
events considered to be vaccine-related.

The new vaccine was highly effective 
and safe.
Palmu AA et al. Effectiveness of the ten-valent pneu-
mococcal Haemophilus influenzae protein D conjugate 
vaccine (PhiD-CV10) against invasive pneumococcal 
disease: a cluster randomised trial. Lancet 2013; 381: 
214–22; Whitney CG. More evidence for use of pneu-
mococcal conjugate vaccines. Ibid: 182–3.
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Tropical
Paromomycin for cutaneous 

leishmaniasis
Leishmaniasis is prevalent in Eurasia, 
Africa, and the Americas and although 
cutaneous leishmaniasis eventually re-
solves without treatment it is the cause of 
much morbidity. Cutaneous leishmani-
asis due to Leishmania major is prevalent 
in Tunis and a trial there has shown topi-
cal paromomycin to be effective treat-
ment.

A total of 375 patients aged 5–65 
years (half of them children <17 years 
old) were randomised to three groups: 
15% paromomycin, 15% paromomycin 
plus 0.5% gentamicin, or vehicle alone 
(placebo), all applied as topical creams 
for 20 days to all ulcerated skin lesions 
including an index lesion (1–5 cm di-
ameter with leishmania demonstrated). 
Cure of the index lesion was achieved 
in 82% (paromomycin), 81% (paromo-
mycin/gentamicin), and 58% (placebo). 
Only seven patients (five in the placebo 
group) had any persisting lesions after 
cure of the index lesion. Mild to moder-
ate local reactions occurred with paro-
momycin.

Topical treatment with paromomycin 
cream, with or without gentamicin, was 
effective treatment for cutaneous leish-
maniasis due to L major.
Salah AB et al. Topical paromomycin with or without 
gentamicin for cutaneous leishmaniasis. NEJM 2012; 
368: 524–32.

Surgery
Checklists for emergencies during 

surgery
It is estimated that a hospital doing 
about 200 operations a week will have 
about 45 operating room crises, such as 
cardiac arrest or massive haemorrhage, 
in a year. These emergencies require 
a very high standard of team manage-
ment which is often lacking and difficult 
to maintain. A simulation study at three 
US hospitals has emphasised the impor-
tance of checklists.

Altogether, 17 operating teams took 
part in 106 simulated crises after being 
randomised to manage half of the sce-
narios with a checklist and half without. 
When a checklist was used, 6% of im-
portant steps were omitted but without 
a checklist it was 23%. In a multivariate 

model accounting for clustering within 
teams and with adjustment for institu-
tion, scenario, and learning and fatigue 
effects, checklists were associated with a 
72% risk reduction. Almost all (97%) of 
the participants reported that they would 
want a checklist used if a crisis occurred 
when they themselves were undergoing 
surgery.

Checklists are important if operation 
room crises are to be managed optimally.
Arriaga AF et al. Simulation-based trial of surgical-
crises checklists. NEJM 2013; 368: 246–53.

Eradication rates with standard 
triple therapy for Helicobacter 
pylori infection have fallen to 

<80% in many countries. 
Whether sequential treatment is better 
than triple therapy is unknown. A multi-
centre study in Taiwan has shown better 
results with sequential treatment.

A total of 900 patients aged 20 years 
or older with H pylori infection were 
randomised at six centres to one of three 
treatment regimens: lansoprazole 30 mg 
plus amoxicillin 1 g for 7 days followed 
by lansoprazole 30 mg, clarithromycin 
500 mg, and metronidazole 500 mg for 
another 7 days (S-14); the same drugs 
but for 5+5 days (S-10); or lansoprazole 
30 mg, amoxicillin 1 g, and clarithromy-
cin 500 mg for 14 days (T-14). All drugs 
were given twice a day. Failure of ini-
tial treatment to eradicate H pylori led 
to retreatment with modified sequential 
treatment (MS-14, 7 days of lansoprazole 
plus amoxicillin followed by 7 days of 
lansoprazole, metronidazole, and le-
vofloxacin). The eradication rates were 
90.7% (S-14), 87.0% (S-10), and 82.3% 
(T-14). Treatment was significantly more 
effective with S-14 than with T-14 in 
both intention-to-treat and per-protocol 
analysis. The rates of adverse events and 
compliance were similar in the three 
groups.

These researchers conclude that their 
results lend support to the use of se-
quential treatment as standard first-line 
treatment of H pylori infection. They also 
suggest that known regional rates of an-
tibiotic resistance in H pylori should be 
used in choosing treatment.
Liou J-M et al. Sequential versus triple therapy for 
the first-line treatment of Helicobacter pylori: a mul-
ticentre, open-label, randomised trial. Lancet 2013; 
381: 205–13; Greenberg ER, Chey WD. Defining the 
role of sequential therapy of H pylori infection. Ibid: 
180–2 (comment).

Oesophageal sphincter device
Up to 40% of patients with gastroeosoph-
ageal reflux disease have incomplete re-
lief from use of a proton-pump inhibitor. 
Surgery in the form of Nissen fundopli-
cation may cause bloating, inability to 
belch or vomit, and dysphagia. Now the 
effectiveness of a magnetic device to 
augment the oesophageal sphincter has 
been assessed at 13 centres in the USA 
and one in the Netherlands.

The device consists of a ring of mag-
netic beads connected by thin wires. It 
is placed around the lower oesophagus 
laparoscopically so that it presses on the 
oesophageal sphincter, augmenting the 
sphincter without compressing the mus-
cle, so allowing the passage of food and 
also allowing belching or vomiting.

A total of 100 patients had the device 
implanted. The primary outcome (nor-
malisation of oesophageal acid exposure 
or at least 50% reduction in exposure 
at 1 year) was achieved in 64 patients. 
Ninety-three patients cut their use of 
proton-pump inhibitors by at least a half 
and quality of life improved in 92. Dys-
phagia occurred in 68 patients postop-
eratively and persisted in eleven at 1 year 
and four at 3 years. Six patients had seri-
ous adverse events and the device was 
removed in four of these.

The device was used successfully. 
Further studies are needed.
Ganz RA et al. Esophageal sphincter device for 
gastroesophageal reflux disease. NEJM 2013; 368: 
719–27.

Radical prostatectomy or radio-
therapy for localised prostate 

cancer: the long-term functional 
outcomes

The long-term functional outcomes for 
men treated with either radical prosta-
tectomy or external-beam radiotherapy 
for localised prostate cancer have been 
assessed in a trial at six US centres.

The non-randomised study included 
1655 men diagnosed with localised 
prostate cancer in 1994–1995 when 
they were aged 55–74. Treatment had 
been with radical prostatectomy (1164 
men) or radiotherapy (491). Prostatec-
tomy was more likely to be followed by 
urinary incontinence at 2 years (9.6% vs 
3.2%) and at 5 years (13.4% vs 4.4%), 
with adjusted odds ratios of 6.2 and 5.1, 
but there was no significant difference 
in rates of urinary incontinence at 15 
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Cardiology
Beta blockers in heart failure

β blockers are effective in the treatment 
of heart failure with reduced ejection 
fraction but it is not known whether 
all β blockers are similarly effective – a 
class effect. A network meta-analysis has 
shown this to be the case.

The analysis included 21 randomised 
trials (23 122 patients) in which ateno-
lol, bisoprolol, bucindolol, carvedilol, 
metoprolol, or nebivolol were compared 
with standard treatment or placebo for 
patients with heart failure and reduced 
ejection fraction. β blockers were as-
sociated with a significant reduction in 
mortality of 31% after 12 months. There 
were no significant differences between 
individual β blockers as regards overall 
mortality, sudden cardiac death, death 
from pump failure, rates of drug discon-
tinuation, or improvement in ejection 
fraction. 

The beneficial effect of β blockers in 
heart failure with reduced ejection frac-
tion appears to be a class effect.
Chatterjee S et al. Benefits of β blockers in patients 
with heart failure and reduced ejection fraction: net-
work meta-analysis. BMJ 2013; 346: 13 (f55); Mentz 
RJ. β blockers for heart failure: which works best? 
Ibid: 8 (f480) (editorial).

Body weight and choice of anti-
hypertensive

There have been reports of paradoxically 
increased cardiovascular event rates in 
people of normal bodyweight with car-
diovascular disease compared with over-
weight or obese patients with cardiovas-
cular disease. It has also been reported 
that among patients with hypertension 
obese patients have fewer cardiovascular 
events. Now further prespecified analy-
sis of a previously reported trial has sug-
gested that the protective effects of anti-
hypertensive drugs may differ according 
to body weight.

In the ACCOMPLISH trial treatment 
of hypertension with an ACE inhibi-
tor (benazepril) plus a calcium channel 
blocker (amlodipine) was compared 
with treatment with benazepril plus a 
diuretic (hydrochlorothiazide). Of the 

Vitamins and antioxidants to 
prevent cardiovascular disease: 

not effective
It has been suggested that vitamin and 
antioxidant dietary supplements might 
help to prevent cardiovascular disease. A 
systematic review and meta-analysis has 
provided no support to the suggestion.

The analysis included 50 randomised 
controlled trials (294 478 participants). 
Taking vitamins and antioxidants did not 
affect the risk of cardiovascular disease 
(relative risk 1.0, 95% confidence in-
terval 0.98 to 1.02). Extensive subgroup 
meta-analyses did not reveal any group 
of patients or type of supplement that 
had a significant beneficial effect.

Vitamin and antioxidant supplements 
do not reduce the risk of cardiovascular 
disease.
Myung S-K et al. Efficacy of vitamin and antioxidant 
supplements in prevention of cardiovascular disease: 
systematic review and meta-analysis of randomised 
controlled trials. BMJ 2013; 346: 12 (f10).

years (18.3% vs 9.4%). Similarly, erec-
tile dysfunction was significantly more 
likely following prostatectomy at 2 and 5 
years but not at 15 years. Bowel urgency 
was less likely after prostatectomy at 2 
and 5 years but not at 15 years (13.6% vs 
34.0% at 2 years, 16.3% vs 31.3% at 5 
years, and 21.9% vs 35.8% at 15 years). 
After prostatectomy 44–56% of patients 
said they were bothered by sexual dys-
function, 11–17% said they were both-
ered by urinary incontinence, and 14–
22% said they were bothered by bowel 
dysfunction. After radiotherapy, the cor-
responding proportions were 38–48%, 
2–18%, and 6–16%

Urinary incontinence and sexual dys-
function were more common after radi-
cal prostatectomy but bowel dysfunction 
was more common after radiotherapy. 
After 15 years there were no significant 
differences between the two groups as 
regards these outcomes.
Resnick MJ et al. Long-term functional outcomes 
after treatment of localized prostate cancer. NEJM 
2013; 368: 436–45.

Regorafenib for metastatic 
colorectal cancer

Standard treatment for metastatic 
colorectal cancer is with chemotherapy 
(fluoropyrimidines, oxaliplatin, and iri-
notecan) and bevacizumab, a monoclo-
nal antibody against vascular endothelial 
growth factor, or cetuximab or panitu-
mumab (monoclonal antibodies against 
epidermal growth factor receptor). Now 
an international phase 3 trial has shown 
that regorafenib (see above abstract) is 
active against treatment resistant meta-
static colorectal cancer.

At 114 centres in 16 countries, a total 
of 760 patients were randomised (2:1) 
to regorafenib or placebo. At interim 
analysis median overall survival was 
6.4 months (regorafenib) vs 5.0 months 
(placebo), a statistically significant differ-
ence. Treatment-related adverse events 
occurred in 93% vs 61%. The most com-
mon severe adverse events with rego-
rafenib were hand–foot skin reaction 
(17%), fatigues (10%), diarrhoea (7%), 
hypertension (7%), and rash or desqua-
mation (6%).

Regorafenib was effective treatment 
for previously treatment-resistant meta-
static colorectal cancer. Lancet com-
mentators believe that there is a stronger 
case for its use in metastatic, previous 
treatment-resistant GIST despite it not 
improving overall survival in the GIST tri-
al (see above) than in metastatic colorectal 
cancer where the effect is less impressive.

Grothey A et al. Regorafenib monotherapy for pre-
viously treated metastatic colorectal cancer (COR-
RECT): an international, multicentre, randomised, 
placebo-controlled, phase 3 trial. Lancet 2013; 381: 
303–12; Waddell T, Cunningham D. Evaluation of 
regorafenib in colorectal cancer and GIST. Ibid: 273–5 
(comment).

11 482 patients in the trial, 5709 were 
obese (BMI 30 or greater), 4157 were 
overweight (BMI 25 to <30), and 1616 
were of normal weight (BMI <25). The 
composite primary endpoint was car-
diovascular death, nonfatal myocardial 
infarction, or nonfatal stroke. After sta-
tistical adjustments the primary endpoint 
rates (per 1000 patient-years) were 30.7 
(normal weight), 21.9 (overweight), and 
18.2 (obese) in the benazepril plus hy-
drochlorothiazide group. Among obese 
patients the event rates were similar in 
the two treatment groups but among 
overweight and normal weight patients 
event rates were significantly lower in 
the benazepril plus amlodipine group, 
more so in normal weight patients.

These researchers suggest that mech-
anisms of hypertension may differ be-
tween obese and normal weight patients. 
Whereas benazepril plus amlodipine 
was similarly effective in all bodyweight 
groups, benazepril plus hydrochlorothia-
zide was less effective in the lower BMI 
groups.
Weber MA et al. Effects of body size and hyperten-
sion treatments on cardiovascular event rates: sub-
analysis of the ACCOMPLISH randomised controlled 
trial. Lancet 2013; 381: 537–45; Messerli FH, Banga-
lore S.  Diuretic-based regimens for obese patients? 
Ibid: 512–3 (comment).


