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outcomes with least importance to patients

	 >> Editorial p 756
	 I Ferreira-González, J W Busse, D Heels-Ansdell, V M Montori,	

E A Akl, D M Bryant, J Alonso, R Jaeschke, H J Schünemann,	
G Permanyer-Miralda, A Domingo-Salvany, G H Guyatt

	 Clinical review
789	 Post-traumatic stress disorder
	 Jonathan I Bisson

	 Practice
794 	 Investigating suspected cerebral venous thrombosis
	 Rational imaging
	 R Smith, M D Hourihan

796  	 Intensive care
	 A patient’s journey
	 Emilie Perrier

798	 Chronic obstructive pulmonary disease
	 10-minute consultation
	 Andrew McIvor, Paul Little

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

Ee Yuee Chan, Annie Ruest, Maureen O Meade, Deborah J Cook 

Fetal growth in early pregnancy and risk of delivering low birthweight	
 infant: prospective cohort study

Radek Bukowski, Gordon C S Smith, Fergal D Malone, Robert H Ball,	
David A Nyberg, Christine H Comstock, Gary D V Hankins, Richard L Berkowitz, 
Susan J 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 J 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 J 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

BMJ | 14 april 2007| Volume 334  

this week

Nitric oxide and acute lung injury, p 779 Home water quality and diarrhoea, p 782 Intensive care: a patient’s journey, p 796 COPD in a 10-minute consultation, p 798

M
ed

iS
ca

n

CR
EDI

T

CR
EDI

T

cd
c

ph
o

to
s.

co
m

co
li

n
 c

ut
h

be
rt

/s
pl



                                      this week

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

1.8 million Child 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)

49.10 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 numbers 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) 
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picture of the 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 personnel in a country that has the world’s largest number of blind people.
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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-González 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-González 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 their importance 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-González 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 BMJ 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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