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Editorials

TGF-fl antibodies: a novel treatment for pulmonary fibrosis?

The lungs consist mainly of blood vessels and connective
tissue. It is therefore not surprising that pulmonary
fibrosis, either localised or diffuse, is a potential
complication of a wide range of conditions. In some cases
the cause of injury to the lung is known-for example,
exposure to asbestos, coal dust, beryllium, cobalt, silica,
paraquat, and mineral oils. Fibrosis may also complicate
many respiratory diseases including extrinsic allergic
alveolitis, sarcoidosis, the adult respiratory distress
syndrome, allergic bronchopulmonary aspergillosis, and
chronic fungal infections such as histoplasmosis and
coccidioidomycosis. It may be seen after radiation
pneumonitis or interstitial pneumonitis in patients with
HIV infection,' and can result from the use of drugs-for
example, amiodarone used in the treatment of cardiac
dysrrhythmias or chemotherapeutic agents including
bleomycin. Diffuse pulmonary fibrosis may also be
associated with any of the connective tissue disorders. It
is most commonly seen in rheumatoid arthritis and
systemic sclerosis; in the latter it is a major cause of
morbidity and mortality. In other cases patients present
with diffuse pulmonary fibrosis of unknown aetiology and
a diagnosis of cryptogenic fibrosing alveolitis (idiopathic
pulmonary fibrosis) is made.
The pathogenesis of cryptogenic fibrosing alveolitis

remains unclear and current treatment is frequently un-
rewarding. A recent study showed only 50% survival five
years after presentation despite treatment.2 Prevalence in
the UK is estimated at three per 100 000 over the age of
50 and annual mortality, currently 1200-1400, is increas-
ing.3 The disease therefore presents a major challenge to
respiratory physicians and researchers and it is hoped
that with improved understanding of the pathogenesis
more successful treatments will be developed.
One current hypothesis for the development of pul-

monary fibrosis is that polypeptide mediators, or
cytokines, derived both from resident cells and from
inflammatory cells entering the lung, stimulate fibroblasts
to synthesise excessive amounts of extracellular matrix
including collagen. Subsequent deposition of this matrix
in the alveolar walls impedes gas exchange between air
and blood and results in the characteristic features of a
restrictive defect on lung function testing with reduced
gas transfer.
One such group of mediators is the transforming

growth factor fi (TGF-fI) family. This comprises at least
five peptides and belongs to the TGF-/J supergene family
which includes the mammalian inhibins, activins, and

Mullerian inhibitory substances.4 These peptides have in
common the ability to regulate developmental processes.
TGF-f,, was first discovered in 1983 and purified from
human platelets, placenta, and bovine kidney. Its name
was originally based on its ability to induce a transformed
phenotype in mesenchymal cells, but it is now known to
affect numerous functions in nearly all cells. It is pro-
duced by a number of cells in the lung including
macrophages, epithelial cells, and fibroblasts.

TGF-fl stimulates fibroblasts to synthesise collagen
and fibronectin,5 and smooth muscle cells to synthesise
elastin.6 In addition it promotes matrix accumulation by
decreasing collagenase synthesis and increasing the pro-
duction of collagenase inhibitors such as tissue inhibitor
metalloproteinase (TIMP) and alpha-2 macroglobulin. It
also increases the transcription, translation, and process-
ing of cellular receptors for matrix proteins, suggesting
that it may modify cellular interactions with extracellular
matrix. Under some circumstances TGF-,B can also stim-
ulate fibroblast growth.7
A role for TGF-fls has been postulated in normal

wound healing. In newborn mice subcutaneous injection
of TGF-f) induces formation of granulation tissue at the
injection site.8 Neutralising antibody to TGF-fl reduces
scarring during wound healing in adult rats.9 TGF-fl may
also operate in the pathogenesis of disease, and a role for
it has been proposed in fibrotic disorders of kidney and
liver. Recently Border and colleagues suggested that the
fibrosis associated with experimental glomerulonephritis
could be suppressed with a TGF-fl antiserum'0 or with
decorin," a matrix component which binds TGF-fl and
neutralises its biological activity.

In respiratory research there has also been interest in
this mediator. TGF-fl is present in bronchoalveolar
lavage fluid in normal human subjects.'2 TGF-fl, levels
are increased in the lungs in animal models of pulmonary
fibrosis"3 and the peptide is present at sites of extracellu-
lar matrix deposition in patients with cryptogenic fibros-
ing alveolitis.'4 '5 The genes producing TGF-fl, are also
reported to be activated.'4 16 TGF-fl levels have also been
shown to be increased in a mouse model of hyper-
sensitivity pneumonitis."7

In this issue of Thorax Giri and colleagues'8 (pp
959-966) provide a further piece of evidence to implicate
TGF-f, in the pathogenesis of pulmonary fibrosis. They
show that antibodies to both TGF-fl, and TGF-,I2 atten-
uate the collagen deposition which occurs in mice after
injection of the antineoplastic agent bleomycin. This
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drug causes pulmonary fibrosis in a small proportion of
patients who receive it for the treatment of carcinoma, a
property which has been harnessed in developing animal
models of pulmonary fibrosis.'9 These models have been
proposed to emulate cryptogenic fibrosing alveolitis.
However, since the time course of fibrosis is rapid, evolv-
ing over a few weeks, they may represent a better model
of acute lung injury.
How significant are these results, both to our under-

standing of pathogenesis and to progress with new phar-
macological interventions in patients with pulmonary
fibrosis? With regard to our understanding of pathogene-
sis, this study yields new insight. A number of mediators
with profibrotic properties are known to be present in the
lungs of patients with pulmonary fibrosis, other examples
being platelet derived growth factor and insulin like
growth factor 1. Their relative importance in vivo is very
poorly understood. These results are therefore of value in
implicating the TGF-f, family. That these TGF-f, anti-
bodies only partially ameliorated the fibrosis suggests
either that other mediators, including TGF-fl,, are also
playing a role in this model, or that insufficient antibody
was given. These positive results might encourage other
workers to perform similar studies with antibodies direct-
ed at other mediators considered to be driving pulmonary
fibrosis.

As a new therapeutic regime the approach described
here is of interest, but it might be wise to express caution.
The authors gave these antibodies to mice immediately
after initiating pulmonary fibrosis. Such a luxury is not
usually available to clinicians. It has been suggested that
earlier disease may respond better to treatment20 but
patients usually present relatively late in the course of
disease, presumably months or years after the initiating
stimulus.
The systemic, intravenous administration of complex

proteins to patients is fraught with potential problems.
This study has clearly shown, however, that the fibrotic
process can be modified by inhibiting the action of TGF-
fls. It may therefore be worthwhile trying to develop other
means of blocking the action of TGF-fls. The role of
receptor antagonists and TGF-,B binding proteins could
be explored. Such strategies are being developed in other
areas. Compounds derived from natural cytokine antago-
nists, such as tumour necrosis factor and interleukin 1
inhibitors, have been evaluated in animal models of
septic shock2l and arthritis,22 respectively. This approach,
which could also be applied to other contributory growth
factors, is particularly important given the relative lack of
success with alternative agents.2' Increased awareness of
potential new treatments may also encourage earlier diag-
nosis and referral to specialist treatment centres, resulting
in a more favourable prognosis for these patients.

It would also be encouraging if these results were to
stimulate further interest by the pharmaceutical industry
in treatment for the fibrotic process. It is becoming
increasingly recognised that fibrosis is a component of a
wide range of diseases. Extrapulmonary examples include
hepatic cirrhosis, chronic glomerulonephritis, Crohn's
disease, keloid formation, and scar formation following
burns or other forms of skin trauma. It is hoped that, as
research into these related areas is pursued, a better out-

come may also be obtained for patients with lung
fibrosis.
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