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Highlights in lung cancer

C. Brambilla*, S. Spiro®

Lung cancer is a leading cause of death and a
major public health problem throughout the world.
Although chest physicians supervise the care of most
of these patients in many European countries, the
number of papers on lung cancer published in the
European Respiratory Journal (ERJ) does not reflect
the magnitude or the importance of the disease.
Thoracic oncologists, both clinicians and biologists,
prefer to send what they consider their best work to
more cancer-orientated journals even if the impact
factor is no higher. If we consider that the respira-
tory physician has to divide his time and expertise
between infectious, inflammatory, thromboembolic
and environmental respiratory diseases, but actually
devote most of his time to asthma, chronic obstructive
pulmonary disease and lung cancer, it seems pretty
obvious that he may not find the information he needs
on lung cancer in the ERJ. This new series on lung
cancer is an opportunity to provide an overview on
controversial or "hot" topics in the field, and to raise
the respiratory physician’s curiosity in an area he
should know more of or discover in the coming years
before one of his patients picks it up on the "Net".
It could also be an incentive for thoracic oncology
groups to submit original work to our Journal.

The first paper in this Series is a meta-analysis from
Brussels by STEELs et al [1] on a controversial point
regarding the prognostic value of p53 expression
abnormalities in patients with lung cancer. Immuno-
histochemisty using anti-p53 antibodies is now a
"routine" technique used in many pathology labora-
tories on standard paraffin-embedded blocks, it can
be performed on bronchial biopsies as well as on
surgical samples [2]. There is still much to be clarified
in this area of immunohistochemistry before this type
of technique and other microbiological tools can be
used as routine methods [3]. The role of p53 in the
activation of cycle arrest, senescence, differentiation
and the regulation of programmed cell death is of
major importance in physiological and pathological
state. After being considered as the "guardian of the
genome" [4], it is now called "death star" or "natural
born killer" [5]. The complexity of gene regulation
means that the pivotal role of p53 in inducing cell
death or cycle arrest is only partly understood. More
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than 2,000 mutations of p53 have been published and
even if hot spots are described in lung cancers [6],
the corresponding changes of function to a particular
genetic modification may not be interpreted as a
simple negative/positive result. Even if fast, high
output (complementary deoxyribonucleic acid (cDNA)
microarray) molecular biology techniques may be
available in the near future [7], the pivotal question
will remain for the physician: "What will we do with
these results?" At present, it may be important to take
this into account when comparing two groups of
patients included in a prospective study, as well as
other independant prognostic factors. The role of p53
in the treatment algorithm remains uncertain.

The second review concerns the controversial topic
of screening for lung cancer using spiral computed
tomography (CT) [8, 9]. Screening of lung cancer was
viewed with optimism in the 1970s, but the results
of several randomized trials failed to demonstrate a
mortality decrease in the groups screened by chest
radiograph or sputum cytology, despite an increased
rate of resection in the screened population [10]. The
Japanese have persisted with nonrandomized screen-
ing studies and have built a huge bank of information
[11]. They were the first to use low-dose spiral CT to
screen populations, and their preliminary results were
shown 4 yrs ago at the meeting of the World Lung
Cancer Congress in Dublin, Ireland.

A paper published by HENSCHKE et al. [12] added
significantly to the debate, and different groups either
started to organize further nonrandomized trials or
tried to find funding for randomized trials. The place
of screening with CT and the clear need to take this
topic forward with proper large scale randomized
trials is discussed by van KLAVEREN et al. [13] in the
second article. The third paper will present the new
World Health Organization International Association
for Study of Lung Cancer (IASLC) Lung Cancer
Classification [14]. This topic is probably less con-
troversial, as the group of pathologists who wrote
it spent a long time finding a common language.
Because this now has to be transferred to clinicians,
this review will probably be of interest to the majority
of readers. The fourth paper will present data from
the Liverpool Lung Project, which also aims to detect
lung cancers at a very early stage, working in an area
where the incidence is dreadfully high and the prog-
nosis particularly poor [15]. The fifth paper will
attempt to illustrate the question: "Will molecular
biology be helpful in understanding the process of
cancerization in its earliest stages?" [16, 17].
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Finally, there will be two reviews looking at
biological agents as a novel therapy for lung cancer.
These approaches, derived from the huge amount of
data and knowledge gathered by researchers during
the last 10 yrs, really attempt to consolidate responses
gained with conventional therapy, particularly chemo-
therapy. The authors will discuss the rationale for the
application of growth modifiers, such as tyrosine
kinase inhibitors, including the thinking behind anti-
angiogenesis and the application of cyclo-oxygenase
inhibitors.
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