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Management of idiopathic pulmonary fibrosis: 
academic postulate and clinical practice 

U. Costabel* 

Idiopathic pulmonary fibrosis (IPF), or cryptogenic 
fibrosing alveolitis (CFA) as the British say, is a slowly 
progressive interstitial lung disease, which carries a grave 
prognosis. Current textbook knowledge infonns us that, 
after exclusion of other causes of diffuse lung disease by 
careful analysis of history, physical examination, chest 
radiography, clinical and laboratory tests [1], the diagno­
sis of IPF should be confirmed by open lung biopsy, 
which is the gold standard [2]. This is the academic pos­
tulate. But what is today's clinical practice? 

A surprising answer is given by JoHNSTON et al. [3} 
in this issue of the Journal. They reviewed the case notes 
of 200 patients with CFA from three regions in the 
UK, and found that the diagnosis of CFA was based 
solely on clinical grounds, in the majority of cases. 
Transbronchial biopsy was attempted in 33% of patients. 
In 40% of these, it was believed to be diagnostic. Open 
lung biopsy was performed in only 7.5% of patients. 
Which peer-reviewed journal would accept a paper on 
IPF with this low percentage of cases being confumed 
by biopsy? 

The current practice in the USA for establishing the 
diagnosis of IPF seems to be somewhat different, as as­
sessed by postal survey among 219 members of the Cali­
fornian Thoracic Society, with a response rate of 67% [4]. 
The majority of physicians in this survey try to obtain 
tissue by transbronchial biopsy (8% always, 66% usually), 
but mainly to exclude other aetiologies of interstitial lung 
disease, not to establish the diagnosis of IPF. When a 
nonspecific transbronchial biopsy is obtained, 42% of the 
responders proceed to open lung biopsy. 

It would be of interest to know what the usual prac­
tice is in European countries other than the UK. 

Why do practicing physicians hesitate to perform open 
lung biopsy in patients with suspected IPF? The reasons 
are discussed, in part, by JoHNSTON et al. [3]. Physicians 
may feel that the results obtained by open lung biopsy 
would not change the further management of a given pa­
tient, when clinical and laboratory fmdings are character­
istic enough for IPF. In particular, they may know that 
treatment of IPF poses significant problems, and is not 
successful in many cases. 

It is often argued that open lung biopsy, in addition 
to being the gold standard for diagnosis, is also helpful 
in this regard, being of value for the assessment of 
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disease activity and, thus, for the indication of treatment 
[2]. Patients with the histological features of a predomi­
nant cellular alveolitis, with little fibrosis, are thought to 
respond better to treatment, and to survive longer, than 
those with extensive fibrosis on biopsy [5, 6]. This may 
be true for groups of patients, but not for individual cases. 
I have seen patients with widespread fibrosis on biopsy, 
who have responded well to treatment, and, conversely' 
have also observed patients with cellular histology who 
have steadily declined despite therapy. Also in my opin­
ion, a patient with less cellular histology should at least 
receive an empirical, short-term trial of treatment. 

In this regard, another surprising result of the British 
study was that only 66% of CF A patients are treated, and 
that there is a wide variation in doses of drugs and du­
ration of therapy [3]. Similarly, in a USA survey on 
treatment of IPF, 81% of physicians stated that there are 
patients they would never start on drug therapy; report­
ing of severe symptoms by the patients was the most 
common criterion to initiate treatment [7]. However, once 
severe symptoms have developed in IPF, the disease is 
usually in an advanced stage. Thus, treatment is obvi­
ously often begun when severe disease is already present 
and when response to immunosuppressants is less likely. 
It would be more logical, and more academic, to start 
treatment in the very early cellular stage, in an attempt 
to prevent progression to irreversible extensive fibrosis, 
but as we can see from the above-mentioned studies, to­
day's clinical practice is different We can thus easily 
recognize that uncertainty remains about the critical ques­
tions: which IPF patient should be treated, when should 
therapy start, and what drug should be used? 

A potential answer to the ft.rst question is given by 
WFJJ..S et al. [8] in this issue of the Journal. In a care­
fully selected study population of 82 nonsmoking patients 
with CFA. 29 of them with lone CFA, 53 associated with 
scleroderma, they found that the speed of 99m'fc-diethylene­
triarnine-pentacetate (DTP A) clearance from the lung was 
predicitive for disease progression, as judged by pulmo­
nary function tests. In this study, the disease was con­
fmned by open lung biopsy in about 70% of cases; in 
the remainder, typical features of CF A were seen on com­
puted tomography (Cf). Indeed, er studies have shown 
that CFA has a usually pathognomic pattern with 
crescentic subpleural distribution of reticular opacities, 
with or without patchy areas of airspace opacification, 
concentrated in the posterobasal segments of the lower 
lobes [9-11]. 
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WEI.LS et al. (8] found at the initial measurement, in 
23 patients with a normal 99m'fc-DTPA clearance, that 
none had deteriorated in pulmonary function tests after a 
mean follow-up of 27 months. In contrast, a decline in 
lung function tests was seen in 25 out of 59 patients who 
initially had a rapid clearance. Thus, a normal clearance 
at initial measurement was found to be a strong predic­
tor of a subsequent favourable course without decline in 
lung function. Whereas, a rapid clearance was less pre­
cise as a prognostic indicator, since only half of this sub­
group later deteriorated, and a quarter improved. 

As a consequence of the results of their study, WELLS 

et al. (8] report that they now adopt a less aggressive 
therapeutic approach and reduce the frequency of follow­
up visits in those patients with a normal clearance at first 
measurement. Since abnormal clearance was not associ­
ated with subsequent deterioration in all patients, further 
studies should investigate whether other techniques, such 
as er or bronchoalveolar lavage (BAL), when applied in 
combination with 99m'fc-DTPA clearance, might improve 
the predictive value in this subgroup. er -pathological 
correlation studies have shown that areas of disease ac­
tivity on open lung biopsy may be visualized by er as 
patchy areas of airspace opacification (12, 13]. These 
studies were retrospective, however, and did not prospec­
tively examine the predicitive power of er abnormali­
ties on the subsequent course of disease. BAL has also 
been advocated to be of potential value for the assess­
ment of disease activity and prognosis. In IPF, a marked 
increase in neutrophils and/or eosinophils was reported to 
adversely affect prognosis, whereas elevated lymphocytes 
were more likely to be associated with a good response 
to corticosteroid treatment [14]. Overlap between the sub­
groups is large, however, and in a given patient these BAL 
parameters are not precise enough to indicate prognosis 
reliably. Further studies are necessary, and they should 
analyse carefully which of the above modalities, either 
alone or in combination, are able to identify the individual 
patient with IPF who will take a down-hill course and. 
therefore, requires immediate and aggressive treatment. 

Let us hope that continuous academic research inter­
est in interstitial lung disease will finally provide solid 
data for pulmonary physicians on which to base optimal 
management of their IPF patients, so that the gap between 
academic postulate and clinical practice can one day be 
closed. 
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