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What is this thing called CFA?

A U Wells, D M Hansell, A G Nicholson

The term “’cryptogenic fibrosing alveolitis” should now be used as
strictly synonymous with ““idiopathic pulmonary fibrosis”

rcane diagnostic labels bother clin-
Aicians. The diffuse lung disease

lexicon is a notorious example.
For decades, “diffuse lung disease speak”
consisted of an unholy mix of histopatho-
logical and clinical terms, varying
between countries, within countries and
even between medical teams in the same
hospital. Radical change was required
and proposals were advanced in a joint
American Thoracic Society and European
Respiratory Society (ATS/ERS) initiative.
Terminology for idiopathic interstitial
pneumonia was distilled by a core group
of clinicians, radiologists and patholo-
gists, and this was then circulated to a
larger group of international reviewers
and published in 2002." The final con-
sensus classification was not, at first
sight, straightforward to apply. Indeed,
the amorphous entity of ‘“non-specific
interstitial pneumonia” (NSIP) continues
to vex clinicians and requires further
subclassification. However, teething pro-
blems aside, the ATS/ERS initiative has
been an outstanding success. Clinicians
and researchers worldwide now under-
stand each other better than before. The
recent move towards large multicentre
treatment studies in idiopathic pulmon-
ary fibrosis (IPF), itself a revolution in
slow motion, was made possible, in no
small part, by this standardisation of
terminology and disease definitions.

As the terminology has changed, the
article by Rudd ef al’ in the current issue
of Thorax (see p 67) is likely to pose
difficulties for some non-UK readers. The
authors have studied ““cryptogenic fibros-
ing alveolitis” (CFA) as a clinical pre-
sentation, as used historically in the UK.
The diagnostic criteria, consisting of

compatible radiographic, pulmonary
function and clinical findings, in the
absence of an overt environmental or
autoimmune cause, are highly non-spe-
cific: compatible, also, with idiopathic
interstitial pneumonias other than IPF
and a subgroup of patients with hyper-
sensitivity pneumonitis. By contrast, in
the ATS/ERS classification,’ > CFA is
explicitly synonymous with IPF, as
defined at biopsy or using high resolution
computed tomography (HRCT) criteria,
with  typical clinical features also
required, and this is now accepted inter-
nationally. Rudd ef al” discuss this issue in
their methods section. However, their
definition of CFA, as corresponding to
“idiopathic pulmonary fibrosis in US
terminology”’, is no longer correct using
the current classification and, in reality,
was probably never correct. In historical
US series, the diagnosis of IPF was wholly
or largely based on histopathological
data; the application of ATS criteria
essentially involved reclassifying NSIP
cases and a small number of other
disorders.* By contrast, the historical UK
entity of CFA was diagnosed at surgical
biopsy in only 12% of cases in the early
1990s,” and a large number of disorders
other than IPF were necessarily included.
Thus, the current British Thoracic Society
(BTS) study is nothing more or less than
a study of a non-specific clinical presen-
tation, and unless this is understood, the
findings will be misinterpreted.

The presence of two very different
entities in the current medical literature,
both termed CFA, cannot be a good thing.
However, in their use of historical termi-
nology, Rudd et al’ perhaps imply that
something nosologically important has
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been lost. The concept of a ““CFA”
presentation is undoubtedly useful. The
typical clinical picture is readily recog-
nised in the outpatient clinic, even before
tests such as HRCT. A ““CFA” presentation
is a key starting point in the personal
diagnostic algorithms of many experi-
enced clinicians. Furthermore, knowledge
of a clinical picture of “CFA” informs
prognostic evaluation. It is increasingly
clear that the histological pattern of NSIP
is associated with several distinct clin-
icoradiological entities, with HRCT and
clinical findings often those of organising
pneumonia with fibrosis® or hypersensi-
tivity pneumonia.” However, the good
outcome in these subgroups contrasts
with outcomes in patients with idiopathic
NSIP with a “CFA” clinical presentation:
although prolonged survival is sometimes
attainable, a poor IPF-like outcome is
equally common, despite aggressive treat-
ment.* A frank admission that the prog-
nosis is uncertain is crucial if therapeutic
options are to be discussed with patients
in an informed manner.

Perhaps more importantly, a “CFA”
presentation has been, and is, indispen-
sable for epidemiological work. It is
simply unrealistic to require the applica-
tion of formal ATS/ERS criteria for IPF,
including HRCT, biopsy and bronchoal-
veolar lavage findings, in studies of the
prevalence and spectrum of disease out-
side referral centres. An inclusive
approach is required—in other words, a
clinical diagnosis is necessary.
Epidemiological work on diffuse lung
disease is vital. The track record of public
funding bodies (such as the Medical
Research Council) in supporting thera-
peutic studies of diffuse lung disease is
poor, partly because of a lingering percep-
tion that IPF is an uncommon disease
confined to referral centres. Studies to
establish the true impact of diffuse lung
disease outside specialist units are parti-
cularly important in disorders that are
strikingly more prevalent with increasing
age, but this view was, perhaps, under-
represented in the ATS/ERS deliberations.
The redefinition of CFA as synonymous
with IPF has effectively disenfranchised
epidemiologists, who, it could be argued,
now have to study a disorder without a
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name. It is hardly surprising that some
researchers in the field are disenchanted
with the ATS/ERS classification and cling
to the terminology of the past century.

However, the needs of epidemiologists
are sometimes trumped by clinical
imperatives. Diagnostic separations are
valuable when they provide useful dis-
tinctions in the mnatural history and
treated course of disease. The ATS/ERS
consensus classification passes this test
with flying colours: fundamentally, diag-
nosis is prognosis. In a study of con-
secutive  patients with a  “CFA”
presentation during the 1980s, who were
considered to have CFA at biopsy, reclas-
sification resulted in three broad patient
groups.® Histological patterns of usual
interstitial pneumonia (denoting IPF),
fibrotic NSIP and a grouping of predomi-
nantly inflammatory disorders, seen in
45%, 35% and 20% of patients, were
associated with 6-year survival rates of
10%, 50% and 100%, respectively. It is
difficult to envisage a more definitive
prognostic separation. Thus, the applica-
tion of the ATS/ERS system identifies
separate patient subsets with survival
rates broadly similar to those of patients
with lung cancer, breast cancer and basal
cell carcinoma of the skin. Thus far,
cancer specialists have resisted the temp-
tation to amalgamate these into “crypto-
genic cancer”. In diffuse lung disease, as
in oncological practice, diagnostic distinc-
tions can sometimes be difficult in
individual patients, with interobserver
and intraobserver diagnostic variation,” '’
and diagnostic overlap between the clas-
sic entities," both recognised problems.
However, even without good understand-
ing of the entity with which one is
dealing, diagnostic distinctions are worth
pursuing because they allow informed
discussion of treatment goals as well as
accurate management. In idiopathic
interstitial pneumonia, accurate diagnosis,
which can often be based on appearances
on HRCT rather than histopathological
findings, distinguishes between inexorably
progressive fibrosis (IPF), indolent fibrosis
that sometimes has a good treated outcome
(fibrotic NSIP) and the remaining inflam-
matory disorders that often do well with
relatively restrained levels of treatment. To
fail to make these distinctions is to play dice
with patient management. ‘‘Presentation
with CFA” is no longer an acceptable final
diagnosis.
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The counter-argument is that idio-
pathic interstitial pneumonias other than
IPF are vanishingly rare in non-referral
populations, and therefore have little or
no relevance in routine practice. This
contention, used to justify retention of
the term ““CFA” in its historical sense, is
based on the more advanced age of non-
referral populations and the observation
of a somewhat lower prevalence of NSIP
in older patients in some series from
specialist centres. However, the trend has
not, in reality, been properly quantified
and there is a pressing need for further
studies of this question in unselected
populations, perhaps based on appear-
ances on HRCT rather than histopatholo-
gical findings. The data of Rudd ef al* are
instructive because they provide strong
indirect evidence that a substantial min-
ority of patients with “CFA” do, in fact,
have disorders other than IPF. A response
to treatment, as judged by marked
increases in pulmonary function indices,
was seen in 35% of patients, a figure that
uncannily resembles the response rate
reported in the histopathological study
discussed earlier,® in which <50% of
patients had IPF. By contrast, responsive-
ness seldom exceeds 10% in studies of IPF
in the post-ATS/ERS classification era.
The mortality data in the BTS study is
also persuasive. Subsequent to the ATS/
ERS classification, outcomes of patients
treated for IPF have been evaluated
against age stratification in only one large
cohort'’; in patients aged =70, the 4-year
survival of 15% is substantially lower
than the 4-year survival of 40% in the
BTS cohort. Taken together, the response
rates and mortality data in the BTS study
are highly suggestive of a large subgroup
of patients with interstitial pneumonias
other than IPF (including undiagnosed
hypersensitivity pneumonia), who are not
best served by an indiscriminate final
diagnosis of “CFA”.

It is unrealistic to hope to rehabilitate
historical terms when a new classification
is, in effect, written in marble—minor
refinement aside, the ATS/ERS classifica-
tion of the idiopathic interstitial pneumo-
nias is here to stay. For clarity of thought,
the term “CFA” should now be used as
strictly synonymous with IPF, as cur-
rently defined using HRCT or biopsy
criteria, in the correct clinical context.
The creation of a new term such as
“CFA clinical syndrome”, for use by
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epidemiologists in studies of pulmonary
fibrosis, is now absolutely necessary. It is
time to move on.
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