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Interstitial lung disease in suggestive
forms of connective tissue disease

Doenca intersticial pulmonar em formas sugestivas
de doenca do tecido conectivo

Aryeh Fischer

Patients with the characterizable forms of
connective tissue disease (CTD) are at risk for
developing interstitial lung disease (ILD), and
there is a growing appreciation that ILD can be
the first or only clinically relevant manifestation
of an underlying CTD."-? Less is understood—
and there is far greater controversy—about 1LD
associated with suggestive or “undifferentiated”
forms of CTD.>?

In the present issue of the Brazilian Journal
of Pulmonology, Pereira et al. review the clinical
scenario of autoantibody positivity in LD
and discuss how these serologic tests may be
interpreted.® In addition, they provide useful
insights into the evaluation of patients with 1LD
suspected of having occult forms of CTD. Finally,
the authors argue in favor of implementing the
concepts that have been put forth in a recent
commentary on “lung-dominant CTD"®: a
proposed, provisional category that describes
1LD patients with an autoimmune flavor that
fall short of meeting established criteria of any
of the characterizable forms of CTD.

Identifying occult CTD in patients presenting
with what is initially considered to be an idiopathic
interstitial pneumonia (11P) can be challenging.
Sometimes patients that subsequently develop
a classifiable CTD cannot be identified before
the specific systemic manifestations of the
CTD appear. There is no universally accepted
approach to these evaluations, and current
practice includes an assessment for extrathoracic
features of CTD, testing of a broad array of
circulating autoantibodies, and consideration
of specific radiographic and histopathologic
features.®® Various centers have also found
that a multidisciplinary evaluation—including
rheumatologic consultation—can be useful.”-*

A number of recent studies have shown that
patients with 11P often have subtle extrathoracic
or other clinical features suggestive of an
underlying autoimmune process and yet do
not meet established criteria for any of the
characterizable forms of CTD.®'” Sometimes

these subtle symptoms or signs occur in the
absence of serologic abnormalities, or a serum
autoantibody known to be highly specific for
a certain CTD (e.g. anti-Jo-1 with the anti-
synthetase syndrome) may be present without
typical systemic or extrathoracic features. Other
scenarios exist whereby specific radiologic or
histopathologic features are suggestive of
an underlying CTD and yet the absence of
extrathoracic or serologic findings precludes
reliable classification as CTD-ILD.

In an area without consensus regarding
terminology, the terms “undifferentiated CTD”
(UCTD),l01®  “lung-dominant CTD”® and
“autoimmune-featured 1LD”"” have been used
to describe such patients with suggestive forms of
CTD-1LD. Each of these categories has a unique
set of proposed criteria, represent the ideas of
investigative teams from distinct 1LD referral
centers, and have yet to be prospectively validated.

UCTD

The first descriptions of “undifferentiated
diseases” were made in the late 1960’s by Sabo.!'?
In 1980, LeRoy et al. proposed the concept of
“undifferentiated connective tissue syndromes” to
define early rheumatic disease mainly manifested
by the presence of Raynaud’s phenomenon and
digital edema.!" Subsequently, UCTD has been
defined as symptoms and signs suggestive of
a CTD (e.g., arthralgias or arthritis, Raynaud’s
phenomenon, leukopenia, anemia, and dry eyes or
dry mouth) with antinuclear antibody positivity,
but not fulfilling existing classification criteria
for a specific CTD.?® Approximately 60% of the
patients with UCTD will remain “undifferentiated,”
and, in the minority that develops a classifiable
CTD, it usually does so within the first 5 years
after the UCTD diagnosis.?® Although UCTD
may evolve into any CTD, it most often evolves
into systemic lupus erythematosus. An important
distinguishing characteristic of UCTD is the absence
of major organ involvement or damage.?” In 2007,
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a broader set of UCTD criteria were proposed and
retrospectively applied to a cohort of patients with
1P evaluated at an ILD referral center.!'® Those
defined as having UCTD were more likely to be
female, younger, non-smokers and more likely to
have radiographic and histopathologic evidence
of non-specific interstitial pneumonia (NSIP).
As nearly 90% of those with NSIP were defined
as UCTD-ILD, the authors suggested that most
patients with “idiopathic” NSIP might actually
have an autoimmune disease and that idiopathic
NSIP may be the lung manifestation of UCTD.®
Corte et al. explored the clinical relevance of
these broader UCTD criteria in a cohort of 1P
patients from their 1LD referral center.'” In their
retrospective study, CTD features were found to
be quite common; 31% of NSIP cases and 13%
of patients with idiopathic pulmonary fibrosis
(IPF) fulfilled the traditional UCTD criteria, and
an astounding 71% of NSIP cases and 36% of IPF
patients fulfilled the broader, less specific UCTD
set of criteria. The clinical relevance of these
classification schemes was called into question,
as the diagnosis of UCTD by either set of criteria
had no prognostic significance.!'”

Autoimmune-featured LD

Vij et al. described a cohort of UIP-predominant
ILD patients retrospectively identified as having
a suggestive form of CTD-1LD."” Among 200
patients evaluated in an 1LD referral center, 63
were considered to have “autoimmune-featured
ILD”. A classification of autoimmune-featured
ILD required the presence of a sign or symptom
suggestive of a CTD and a serologic test reflective
of an autoimmune process. The cohort that met
their case definition of autoimmune-featured
ILD had a demographic profile resembling that
of 1PF: most were older (mean age of 66 years)
and male. The most common clinical symptoms
were dry eyes, dry mouth, or gastroesophageal
reflux disease. In that cohort, 75% of the patients
with autoimmune-featured 1LD had a lung injury
pattern of UIP and similar overall survival to that
of 1PF patients and worse than in patients with
classifiable forms of CTD-1LD.!"”

Lung-dominant CTD

In 2010, Fischer et al. proposed the provisional
classification of “lung-dominant CTD"”.® The
concept—and this classification—was meant to
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be applied to patients with 1LD who fail to meet
criteria for a characterizable CTD, yet have an
“autoimmune flavor” to their disease as manifested
by specific autoantibodies or histopathologic
features. The presence of objective extrathoracic
features is important, but their absence should not
preclude a classification of lung-dominant CTD.®
Benefits of such a classification scheme include: 1)
objective and measurable criteria; 2) exclusion of
non-specific symptoms (such as dry eyes, myalgia,
arthralgia, or gastroesophageal reflux disease),
non-specific inflammatory markers, and low-titer,
less specific autoantibodies; 3) a notion that
surveillance for the development of characterizable
CTD is warranted; and 4) an emphasis that such
a classification provides a framework by which
natural history, pathobiology, treatment, and
prognostic studies can be implemented.®

Statement of the problem

Because of the generally improved outcomes
associated with CTD-ILD and because different
treatment approaches are often implemented
in patients with CTD-ILD, determining whether
these suggestive forms of CTD-1LD represent
a spectrum of CTD-1LD—rather than 11P—is
important. In essence, it is important to know
whether these suggestive forms of CTD-ILD
have a similar natural history as the classifiable
forms of CTD-1LD and whether the approach
to their management should be similar to that
of CTD-ILD or to that of 11P. Current strategies
for identifying and classifying these patients are
controversial and inadequate, there is far too little
interdisciplinary dialogue in this arena, and the
advancement of this field would be well served
by efforts to bridge these divides. Furthermore,
the lack of consensus regarding terminology
and the varying sets of existing classification
criteria limit the ability to conduct multicenter
and multidisciplinary prospective studies needed
to answer the many fundamental questions about
this 1LD subgroup.

A path forward

In an effort to move beyond the current
impasses and address these areas of controversy, the
American Thoracic Society/European Respiratory
Society Task Force—“An International Working
Group on Undifferentiated Forms of CTD-ILD"—
has been recently formed. This Task Force is
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comprised of an international, multidisciplinary
panel of CTD-ILD experts, including investigators
from the centers that have put forth the differing
existing criteria for UCTD, lung-dominant CTD, and
autoimmune-featured 1LD. The primary objective
of the Task Force is to develop consensus regarding
the nomenclature and criteria for the classification
of suggestive forms of CTD-ILD. The Task Force
will also identify key areas of uncertainty that
are worthy of further research in this cohort.
Once there is international and multidisciplinary
consensus surrounding the nomenclature and
classification criteria of these suggestive forms
of CTD-ILD, the requisite platform will be in
place to enable the much-needed prospective,
multicenter, and multidisciplinary studies to
further our understanding of this subgroup of ILD.
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