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EDITORIALS

Quality of drinking water

Household interventions to improve
microbiological quality of water reduce
diarrhoea, says Stephen P Luby

»Researchp 782

Composite and surrogate outcomes in
randomised controlled trials

Composite end points allow manufacturers to
game the system—and regulators allow them to
doit, argue Nick Freemantle and Mel Calvert
»Researchp 786

Inhaled nitric oxide for acute respiratory distress
syndrome

Theoretical promise of benefit does not translate
to improvements in morbidity and mortality, says
Niall D Ferguson

»Researchp 779

Cytochrome P450 genotyping and
antidepressants

An imperfect measure of a modest predictor of
response to antidepressants may not be ready
for clinical application, thinks Roy H Perlis
Stockpiling smallpox virus

Otherviruses pose greater public health threats,
says Tom Mack, so isn’tit time to move on?
»Headto headp 774

LETTERS

Institutional racism; new mental health bill;
global partnership

De-professionalising doctors; perinatal death in
twins; history of medicine

NEWS

Act now to stop babies being born with HIV

“Plea bargaining” for less serious misconduct cases
MPs back creation of hybrid embryos

UK ranks low in Europe for cervical cancer survival
Australia lags behind in health of indigenous people
Group for child protection professionals formed
HFEA wants more single embryo transfersin IVF
BMA doctor accused of stigmatising sex workers
Investigators to review conflicts of interest at NIH
Swapping scrubbing brushes for stethoscopes:
helping refugee doctors get work in the NHS
SHORT CUTS

What’s new in the other general journals

FEATURES

Battles in time

How the European Working Time Directive will be
implemented across countries is yet to be fully
resolved, as Rory Watson explains

House of cards

Will private initiatives allowing patients to access
their health records threaten the UK’s national
programme for IT, asks Michael Cross
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Should the US and Russia destroy their

stocks of smallpox virus?

Smallpox was eradicated in 1980, but the virus
still exists in WHO controlled depositories.
Edward Hammond maintains that stocks should
be destroyed, but John Agwunobi insists further
research is essential for global security
»Editorial p 760

OBSERVATIONS

YANKEE DOODLING
The cancer diagnosis that has gripped America
Douglas Kamerow

ANALYSIS

Implications of shift work for junior doctors
Yasmin Ahmed-Little provides evidence that junior
doctors’ dislike of shift working is more than a
stubborn reaction and discusses how to make
shifts more tolerable

RESEARCH, CLINICAL REVIEW,
AND PRACTICE see next page

VIEWS AND REVIEWS

PERSONAL VIEWS

Masking is better than blinding

Daniel Morris, Scott Fraser, Richard Wormald
The refresher course

Isabeau Walker

NETLINES

Harry Brown

REVIEW OF THE WEEK
The scars that won’t heal
Robert Hunter

COLUMNISTS
Call of the curlew Des Spence
No miracles in the NHS Liam Farrell

Life unlimited Theodore Dalrymple

MEDICAL CLASSICS
La Belle Dame Sans Merci Tamzin Cuming

OBITUARIES

Aires Agnelo Barnabé Barros D’Sa, Supriyo Roy,
James Baron Bridges, Mary Louise Cameron,
Graeme John Anthony Inglis Snodgrass, Brian
Oscar Treweek Taylor, Doreen Mary Tillotson

MINERVA

The placebo response in the treatment of
depression and other stories

o

European
Working Time
Directive, p 770
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RESEARCH

Effect of nitric oxide on oxygenation and mortality in acute lung injury:
systematic review and meta-analysis

Oxygenation improves in adults and children, but not survival, and the
risk of renal dysfunction increases

» Editorial p 757

Neill KJ Adhikari, Karen E A Burns, Jan O Friedrich, John T Granton,
Deborah ) Cook, Maureen O Meade

Interventions to improve water quality for preventing diarrhoea:
systematic review and meta-analysis

The best evidence—among adults and children and mainly in less
developed countries—is for interventions in homes

» Editorial p 755

Thomas Clasen, Wolf-Peter Schmidt, Tamer Rabie, lan Roberts,
Sandy Cairncross

Problems with use of composite end points in cardiovascular trials:
systematic review of randomised controlled trials

Such end points give extra statistical power but often overemphasise the
outcomes with least importance to patients

» Editorial p 756

| Ferreira-Gonzalez, ) W Busse, D Heels-Ansdell, V M Montori,
EAAKL, D M Bryant, ] Alonso, R Jaeschke, H) Schiinemann,

G Permanyer-Miralda, A Domingo-Salvany, G H Guyatt
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CLINICAL REVIEW

Post-traumatic stress disorder
Jonathan | Bisson

PRACTICE

Investigating suspected cerebral venous thrombosis
Rational imaging

R Smith, M D Hourihan

Intensive care

A patient’s journey

Emilie Perrier
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798 Chronic obstructive pulmonary disease

10-minute consultation
Andrew Mclvor, Paul Little
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Intensive care: a patient’s journey, p 796

PHOTOS.COM

COPD in a 10-minute consultation, p 798

LATEST RESEARCH ONLINE
Telemonitoring or structured telephone support programmes for patients
with chronic heart failure: systematic review and meta-analysis

Robyn A Clark, Sally C Inglis, Finlay A McAlister, John G F Cleland,
Simon Stewart

Oral decontamination for prevention of pneumonia in mechanically
ventilated adults: systematic review and meta-analysis

EeYuee Chan, Annie Ruest, Maureen O Meade, Deborah ) Cook

Fetal growth in early pregnancy and risk of delivering low birthweight

infant: prospective cohort study

Radek Bukowski, Gordon CS Smith, Fergal D Malone, Robert H Ball,

David A Nyberg, Christine H Comstock, Gary D V Hankins, Richard L Berkowitz,
Susan ] Gross, Lorraine Dugoff, Sabrina D Craigo, Ilan E Timor-Tritsch,
Stephen R Carr, Honor M Wolfe, Mary E D’Alton

Impact of NHS walk-in centres on primary care access times: ecological study

Ravi Maheswaran, Tim Pearson, James Munro, Moyez Jiwa,
Michael ) Campbell, Jon Nicholl

Tonsillectomy versus watchful waiting in recurrent streptococcal pharyngitis
in adults: randomised controlled trial

Olli-Pekka Alho, Petri Koivunen, Tomi Penna, Heikki Teppo, Markku Koskela,
Jukka Luotonen

Racial variation in the association between gestational age and perinatal
mortality: prospective study

Imelda Balchin, John C Whittaker, Roshni R Patel, Ronald F Lamont,
Philip ) Steer

Side effects of phenobarbital and carbamazepine in childhood epilepsy:
randomised controlled trial

Selina H Banu, Moshrat Jahan, Umme Kulsum Koli, Saadia Ferdousi,
Naila Z Khan, Brian Neville
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PICTURE OF THE WEEK

THIS WEEK

A child walks out after surgery in the flying eye hospital in Mumbai, India, last week. The world’s only
flying eye hospital is on a two week mission to India to perform free surgery and train hundreds of eye
care personnelin a country that has the world’s largest number of blind people.

THE WEEK IN NUMBERS

4 Days of improved oxygenation in
patients with acute lung injury who were
given nitric oxide (Research p 779)

1.8 million chid deaths a year

from diarrhoea (Editorial p 755)

50% Reduction in sexually
transmitted infections if prostitution
were legal and regulated in the UK,
according to unsubstantiated claims
by chairman of the BMA’s public health
committee (News p 790)

48 hours maximum weekly

working time in Europe (Feature p 770)

491 0 World Health Assembly
resolution to destroy the smallpox virus,
in 1999, balked at by Russia and the US
(Head to Head p 774)

THE WEEK IN QUOTES

“Trialists [should] restrict their use of
composite end points to end points of
similar importance to patients”
Research p 788)

“Interventions were effective in
reducing diarrhoea even without
improved sanitation” (Research p 782)

“In the light of modern science.....
[Hippocrates and Galen] killed much
more often than they cured” (Letter p 762)

“Extravagant and obvious self
destructiveness... at least lend to the
vacuity of their existence the patina of
drama” (Between the Lines p 803)

“The risk of mothers passing HIV to
their babies can be reduced simply
and cheaply” (News p 763)




ON THE COVER
Smallpox: is it time to destroy
the virus?

See Head to head, p 774
COVER IMAGE:CDC /SPL
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In this week’s BM) careers
Busmen’s holidays

Drug companies are not that
bad

Diplomain critical care
medicine

Fifteen minute interview with a
sailing shrink

Articles appearing in this

print journal are likely to have
been shortened.

To see the full version of articles
go to bmj.com.

bmj.com also contains material
that is supplementary to articles:
this will be indicated in the text
(references will be given as w1,
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EDITOR’S CHOICE

Caveat emptor

If you read only one thing in the BMJ this week, it should be the
article by Ferreira-Gonzélez and colleagues, with its accompanying
editorial (well, that makes two things). Rory Watson’s article on
whether Europe will achieve a 48 hour week is important (p 770),
as is the related article on how to make shift work more bearable
and less damaging to health (p 777). Doug Kamerow’s “Yankee
Doodling” (p 776) is highly deserving of your time, as are the
smallpox debate (p 774), the clinical review on post-traumatic
stress disorder (p 789) and this week’s medical classic—La Belle
Dame Sans Merci (p 803). But Ferreira-Gonzalez et al’s systematic
review (p 786) is like a great big “caveat emptor” sign hanging over
the portal of the world’s most influential clinical trials.

What they’ve done is to look at how trials use composite end
points—for example, combining rates of death, myocardial
infarction, and revascularisation when comparing two treatments.
This is standard practice and quite legitimate: composite end
points reduce the number of patients needed in any trial and
can give a sense of the overall clinical impact of a treatment. But
this practice becomes a problem if the component parts of the
composite end point differ widely in theirimportance to patients,
and if the less important end points (treatment failure, for example)
are much more common than the more important ones, such
as death. Ferreira-Gonzalez and colleagues found this to be the
case in most of the cardiovascular trials published in six leading
journals. They say that readers could be misled into believing that
a new treatment reduces deaths when it doesn’t. Clearly, such a
conclusion would be gold dust to the marketing of a new drug.

In their editorial, Freemantle and Calvert (p 756) say that the
current system of drug regulation tends to encourage both the
use of composite end points and the addition of death to those
composites. To help people interpret trials correctly, they suggest a
health warning that makes it clear which parts of a composite end
point were affected by the new treatment and which were not.

Drug regulation, and how it could be improved, was at the heart
of discussions in Rome last month at a meeting organised by
Italy’s pharmaceutical agency, AIFA. Representatives of industry
argued that drug licensing and reimbursement decisions were too
slow and inconsistent across Europe and worried about the lack of
incentives to innovate. Academics argued that “speed to market”
must be secondary to proper evaluation of a new drug, including
head to head comparisons against current best treatment. Silvio
Garattini, chairman of AIFA’s research committee, called for more
independent, publicly funded evaluations of new drugs. Garattini is
behind Italy’s revolutionary 5% tax on drug marketing expenditure,
which funds independent trials and has set a standard for other
countries to follow.

The meeting was an attempt to move beyond confrontation
to constructive dialogue with the pharmaceutical industry. In
the same spirit, the BM/ will be running articles over the next
few months exploring drug development, licensing, evaluation,
and marketing. We all want safe, effective, innovative drugs. The
question is how best to achieve that.

Fiona Godlee, editor fgodlee@bmj.com
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