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The British Thoracic Society in collaboration with
the Thoracic Society of Australia and New Zea-
land and the Irish Thoracic Society have recent-
ly published new guidelines on the management
of interstitial lung disease.! We discuss here sev-
eral of the key new messages.

Approach to patients presenting with acute respira-
tory failure  The guidelines usefully clarify an ap-
proach to patients presenting with acute respira-
tory failure, when the diagnosis is often unclear
and decisions of whether to ventilate without

a clear idea of prognosis, or increase immune-sup-
pression in the presence of possible infection, are

challenging. A key message are invasive proce-
dures often needed to be performed and the ear-
lier these are done, the more likely the patient
will tolerate the procedure and the more helpful

they will be. This applies to patients with an acute

presentation of an apparently new diffuse inter-
stitial process or patients with a rapid deteriora-
tion in previously diagnosed interstitial lung dis-
ease (ILD). A differential diagnosis to ILD in both

groups includes infection, malignancy, drug reac-
tion and heart failure and the likelihood of each

is related to current therapies and severity of un-
derlying disease. Following a meticulous review
of the patient’s history, medications and old X
rays (looking for pre-existing idiopathic pulmo-
nary fibrosis [[PF]), a computer tomography (CT)

or CT pulmonary arteries, are often the first step

in investigations, where the pattern of changes

(such as honeycombing suggesting previously un-
diagnosed IPF) or exclusion of emboli, can help

plan further steps.

Three investigations, namely broncho-alveolar
lavage (BAL), trans-bronchial lung biopsy (TBLB)
and surgical lung biopsy, in order of increasing
risk, need to be considered. BAL is required

to exclude infection, and is safe and simple ex-
cept in those who are not ventilated and whose
respiratory failure may worsen. Even if the proce-
dure results in patients being intubated, in high
risk patients an early diagnosis of infection may
be lifesaving. A TBLB carries an acceptable risk
(10.4% complications in ventilated patients com-
pared with 5% under usual conditions) but only
a great increase in yield over a BAL in certain
settings such as severely immunosuppressed pa-
tients. Despite a high yield, a surgical lung bio-
psy carries a significant risk in these unwell pa-
tients, and less frequently changes therapy. So
each case needs to be assessed on individual like-
lihoods and the increased risk of investigation
more likely to be tolerated in the group where
there was no pre-existing ILD. It should not be
forgotten that information from high risk proce-
dures that could allow a reduction in treatment,
such as through diagnosing IPF where the prog-
nosis despite treatment is very poor, may be help-
ful for family and carers.

Key message Early invasive procedures may be
needed to confirm/exclude treatable complica-
tions such as opportunistic infection.

Classification of non-specific interstitial pneumonitis
The guidelines reflect the continuing difficulty
of classifying (NSIP), with the likelihood that it
may represent separate disease entities. From
1994, with the original classification, it has con-
tinued to evolve and a new classification is un-
der consideration by an ATS/ERS working group
at present. The separation into good progno-
sis cellular NSIP and fibrotic NSIP is support-
ed by a number of studies of treatment in NSIP.
With fibrotic forms however, it appears unlike-
ly they form one disease entity. Description and
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treatment along the lines of the ILDs they appear
to overlap with seems the best way to approach
the problem at present. The most common type,
reported in particular in USA and Europe, are
those with clinical features of IPF but variable CT
findings, in particular with little honeycombing.
Less common are fibrosing organising pneumoni-
tis (OP) and hypersensitivity pneumonitis (HP)
profiles, reported from South Korea and Japan,
and France and Mexico, respectively. The latter
may well be fibrotic variants of OP and HP.

Most difficult is the NSIP/IPF variant. The prog-
nosis is better than IPF but worse than other
forms of fibrotic NSIP. Honeycombing is un-
usual and ground glass changes more extensive
on CT than in IPF but in some patients, despite
CT changes highly suggestive of NSIP, the pathol-
ogy may show IPE. Again it points to the need
to get a surgical biopsy in patients where clin-
ical features and CT are not 100% concordant
with a diagnosis of IPF and a clinico-radiological
diagnosis should be made and treatment given
accordingly.

Key messages Classification of NSIP contin-
ues to evolve and NSIP likely represents a spec-
trum of disorders.

Surgical lung biopsy is usually required
in the presence of clinical-radiological discor-
dance.

Best supportive care and triple drug therapy for
idiopathic pulmonary fibrosis The guidelines
aim to provide advice on best treatment in IPF
when some previous practice has been relatively
non-evidenced based. The concept of “best sup-
portive care” (BSC) is acknowledged as an impor-
tant treatment strategy in IPF. BSC encompass-
es: palliation of breathlessness with domiciliary
oxygen; pulmonary rehabilitation; smoking ces-
sation; anti-reflux therapy; palliation of cough
with oral opiates; and withdrawal of unneces-
sary therapies.

The use of oral corticosteroids, either alone or
with immunosuppressive drugs, has been stan-
dard therapy in IPF. The usage of oral corticoster-
oids resulted from studies that reported approxi-
mately 50% of patients felt better following cor-
ticosteroid therapy, although less than 50% cases
had any objective response such as an improve-
ment in lung function or chest X-ray.?? The pre-
vious BTS guidelines on ILD* stated that “there
is no direct evidence that steroids improve sur-
vival”. So why the ongoing use of corticosteroids
in IPF? Mapel et al. concluded that this may be
due to the “physician’s ever-present compulsion
to ‘do something’.5

Studies from the UK®, USA” and Japan® show
that corticosteroid monotherapy in IPF offers
no survival advantage. The treatment recom-
mendations of the ATS/ERS consensus state-
ment on IPF® have been partially superseded
by the publication of the IFIGENIA study'?, which
examined the role of adding N-acetylcysteine

(NAC) 600 mg 3 times daily to standard therapy
of oral corticosteroids with azathioprine. The ad-
dition of NAC/placebo to prednisolone/azathio-
prine has shown a 12 month relative difference
of 9% in vital capacity (VC) and 24% in gas trans-
fer in favour of NAC.

Key messages High dose corticosteroid mono-
therapy is not recommended in patients with
a definite/probable diagnosis of IPE.

Current best therapy is triple therapy with
prednisolone, azathioprine and NAC.

Best supportive care is offered to patients with
advanced disease in whom triple therapy is not
appropriate.

Treatment of ILD in Systemic Sclerosis (SS¢) Stud-
ies have failed to show any convincing benefit
when SSc-ILD patients are treated with corti-
costeroids."'? Additionally, high dose corticos-
teroids (220 mg/day prednisolone) are associat-
ed with renal crisis, independent of blood pres-
sure.'® High dose corticosteroids are therefore
not recommended unless there is accelerated dis-
ease, in which case the kidneys should be “pro-
tected” with iloprost, which may ameliorate re-
nal vasospasm.'*

Early studies of cyclophosphamide have shown
variable benefits on pulmonary function and sur-
vival,'®1? although the consensus opinion is that
cyclophosphamide is the best drug for SSc-ILD.2°
Intravenous cyclophosphamide can result in par-
tial regression of SSc-ILD, as judged by serial pul-
monary function tests (PFT)?"22 or serial high
resolution CT (HRCT).2"Z3 More recently 2 ran-
domised controlled trials of cyclophosphamide vs.
placebo have shown a trend towards stabilisation
of pulmonary function in a subset of patients?*
and a small (2.5% predicted) better forced vital
capacity (FVC).?

In the Fibrosing Alveolitis in Scleroderma Tri-
al (FAST)?* patients received low dose predniso-
lone (<10 mg/day) with monthly (for 6 months)
intravenous cyclophosphamide followed by oral
azathioprine, or placebo. No significant differ-
ences were found, although there was a trend
to an approximately 4% better FVC in the treated
group. In the Scleroderma Lung Study?® patients
were treated with 12 months of oral cyclophosph-
amide (<2 mg/kg body weight) and followed for
a further 12 months. Oral cyclophosphamide had
a significant but modest beneficial effect on lung
function (2.5% better predicted FVC) compared
to placebo at 24 months.

Key messages If treatment is required in SSc-ILD,
use low-dose oral steroids (10 mg/day) and/or cyc-
lophosphamide (oral or intravenous).

High-dose corticosteroid therapy (daily pred-
nisolone dose >10 mg) should be avoided if pos-
sible because of the risk of renal crisis.
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