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patients, had reported by 1997, so these operations 
were done in the fi rst 5 years of this procedure being 
adopted. We noted a few years ago that the variation in 
use of this procedure ranged between 0% and 100% in 
UK practice.7 Since then, video-assisted thoracic surgery 
for pneumothorax has increased in absolute and 
proportional terms.4 Guy’s Hospital, UK, does the highest 
number of pneumothorax operations in the UK, and the 
practice has come a long way from when we fi rst began 
in the early 1990s. Outcomes from 10 years ago may not 
refl ect present results.

Then consider what we are trying to achieve with 
surgery. We aim to make most people better while 
keeping harm to a minimum. In this instance the 
goal is to reduce the likely recurrence rate from about 
60% to as few as possible. Rather than state that there 
is a four-fold increase in recurrence from 1% to 4%, it 
may be more appropriate to consider 100 patients at 

risk of whom 56 benefi ted from video-assisted thoracic 
surgery whereas 59 (say an additional one in 30) are 
spared recurrence at the price of a thoracotomy.

Some outcomes are easier to measure and count than 
others, but that does not mean they are the only ones 
that matter. Early and late pain is less common with 
video-assisted thoracic surgery5,8 and the return to full 
health and mobility better than with open surgery.8 These 
are important outcomes in a usually benign self-limiting 
disease that affl  icts young people. Thoracotomy is an 
unnecessarily severe intervention to prevent the last 
few recurrences. Patients who have a recurrence, or go 
on to have a pneumothorax on the other lung, show 
little reluctance to have a repeat video-assisted thoracic 
surgery, and there is a consensus that this procedure is 
preferable to a policy of thoracotomy for all.4
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In today’s Lancet, Manolis Kogevinas and colleagues1 
estimate the incidence of adult-onset asthma due 
to occupational exposure. The data come from the 
population-based European Community Respiratory 
Health Survey (ECRHS) of more than 6000 individuals 
from 13 countries. Their article is a welcome contribution 
that provides a better estimate of the frequency of 
asthma attributable to occupational agents.

Many patients with adult-onset asthma report that 
their symptoms are worse at work, so-called asthma 
in the workplace. If an asthmatic patient reports that 
their asthma is better at the weekend or on vacation, 
the condition is termed occupational asthma, but 
that does not necessarily mean that the workplace 
is the cause of the asthma.2 There are two types of 
occupational asthma: the most common has a latency 
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period and is related to sensitisation to an agent in 
the workplace; the other is caused by inhalational 
accidents (irritant-induced asthma).2 Ascertaining 
that the workplace is the cause of latent occupational 
asthma is a stepwise process towards diagnosis 
(figure).

The fi rst step is to confi rm asthma by a combination 
of symptoms and bronchial hyperresponsiveness. The 
extremely informative ECRHS relied on questionnaires 
and methacholine responsiveness. The next step is 
to get information on both the job and exposure at 
work. Some workers have jobs that increase the risk 
of asthma, such as health-care professionals, bakers, 
spray-painters, construction workers, and cleaners.3 
Many occupational agents can cause asthma. A 
job-exposure matrix can be derived from information 
obtained about jobs and agents, the two factors 
that alone or in combination contribute to the risk.4 
Having symptoms and bronchial hyperresponsiveness 
and being at high job-exposure risk, as assessed by 
Kogevinas and colleagues, improve the specifi city of 
the approach.

About a third of agents causing latent occupational 
asthma are proteinaceous; they induce disease 
through an IgE-mediated mechanism. Skin-prick tests 
with these agents, or, even better, assessment of the 
concentration of circulating specifi c IgE,5 can further 
strengthen the evidence. Combining information 
from the levels of bronchial responsiveness and 

specifi c IgE makes occupational asthma likely.6 
In Kogevinas and colleagues’ study, specifi c IgE 
measurements would have been possible but were 
not done. Immunological tests are unfortunately less 
reliable for low-molecular-weight (chemical) than for 
high-molecular weight (proteinaceous) agents.

Monitoring of airway calibre and responsiveness 
has been used not only for clinical purposes but also 
in workplace surveys. Peak expiratory fl ows can be 
monitored serially with cheap instruments.7 Examination 
of airway infl ammation is becoming relevant in the 
assessment of asthma and asthma in the workplace. 
Whereas assessment of induced sputum is tedious, 
exhaled nitric oxide is easy to monitor (although 
validation is needed).

Laboratory8 and workplace challenges are tests in 
which workers are exposed to potential causal agents 
and monitored after exposure. They are reserved 
for clinical diagnosis and confi rmation of latent 
occupational asthma. After screening, patients with 
specifi c characteristics can be off ered this ultimate 
testing.9,10 Population-based studies have rarely 
estimated the incidence of irritant-induced asthma,11 
as was done by Kogevinas and colleagues. Asthma 
risk was increased 3·5-fold in patients who reported 
inhalational accidents.

Estimates of asthma in the workplace and 
occupational asthma come from two approaches: 
namely population-based studies and surveillance 
systems, or medicolegal statistics. These approaches 
produce diff erent fi gures because medicolegal 
statistics are more likely to rely on objective 
confi rmation of cases, whereas the fi rst two identify 
workers with probable occupational asthma. 
Kogevinas and colleagues report that an attributable 
risk of 10–25% for adult asthma related to occupation 
exceeds that previously reported in an often quoted 
meta-analysis (5–15% for the interquartile range),12 
and that 250–300 annual new cases of occupational 
asthma per million workers in European countries, 
Australia, and USA is higher than that in Quebec 
(Canada) and Finland, where the diagnosis of 
occupational asthma is confi rmed objectively (about 15 
and about 200 new cases per million workers yearly, 
respectively). Kogevinas and colleagues’ estimate 
therefore lies somewhere between the frequency of 
asthma in the workplace and of occupational asthma, 
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Figure: Steps in assessment of workplace asthma
Increasing number of tests progressively leads to identifi cation of cases of occupational asthma and transforms 
population approach into diagnostic process.



Comment

www.thelancet.com   Vol 370   July 28, 2007 297

probably because the authors went further than is 
usually done for asthma in the workplace but not 
far enough to get a closer estimate of occupational 
asthma. Identifi cation of a sample of probable cases 
in the ECRHS-II and attempts to confi rm occupational 
asthma by objective testing in these cases (ie, by 
specifi c inhalation challenges)10 would have estimated 
this gap precisely. For now, estimates of frequency of 
asthma in the workplace and of occupational asthma 
should be compared by considering studies that rely on 
the same level of objective evidence.
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Is G8 putting profi ts before the world’s poorest children? 
Several affl  uent countries have announced donations 
totalling US$1·5 billion to buy new vaccines that 
will help eradicate pneumococcal diseases in the 
world’s poorest children.1 Donations from the UK, 
Italy, Canada, Russia, and Norway launch what many 
hope will be a new era to ease the burdens of disease 
and foster economic growth. Yet only a quarter of 
the money will be spent on covering the costs of 
vaccines—three-quarters will go towards extra profi ts 
for vaccines that are already profi table.

The Advanced Market Commitment (AMC), to which 
the G8 leaders and the Bill & Melinda Gates Foundation 
have committed, is the diffi  culty. An AMC is a heavily 
promoted but untried idea for inducing major drug 
companies to invest in research to discover vaccines for 
neglected diseases by promising to match the revenues 
that companies earn from developing a product for 
affl  uent markets.2 By committing to buy a large volume 
of vaccine at a high price, an AMC creates a whole market 
in one stroke. However, no money is spent until a good 
product is fully developed.

In reality, revenue from an AMC depends on whether 
a new vaccine can be successfully developed, whether 

there is a second or third competitor, and whether 
recipient poor countries sign up.3,4 These factors 
undermine not only the revenue-matching basis of the 
AMC but also a company’s ability to predict how much 
it will earn. There are also several legal and contractual 
diffi  culties, none of which are discussed in either the 
Tremonti report5 or the briefi ng document prepared for 
G8 leaders.6 If we exclude these design fl aws, however, 
the idea of an AMC has apparent appeal—the ingenuity 
of commercial research teams is mobilised by the 
creation of a market for a neglected disease.

For pneumococcal vaccines, the AMC rationale does 
not apply: vaccines have already been discovered by 
Wyeth and GlaxoSmithKline and their clinical trials 
are already funded because they will generate large 
revenues and profi ts in affl  uent markets. Thus the 
so-called G8 AMC pilot is really a large long-term 
procurement and not an AMC or a pilot of one. Yet 
leaders of the AMC project talk as if it is both.

If G8 leaders and the GAVI Alliance use an AMC 
approach, there will be three unfortunate consequences. 
First, I estimate that the new pneumococcal vaccines 
can be manufactured for a sustainable average cost 
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