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CASE REPORT

A 48-year-old woman with a past history of multiple
sclerosis was referred to the rheumatology clinic from
the ear, nose and throat department in April 1995. She
gave a four month history of nasal stuffiness and crusting,
sinus pain, hearing loss, epistaxis and weight loss. She
had also noticed that the shape of her nose was changing.
On examination, the pertinent findings were a saddle
deformity of her nose and bilateral parotid gland swelling;
urinalysis was negative. Her serum contained cytoplasmic
anti-neutrophil cytoplasmic antibodies (cANCA) on
immunofluorescence testing. A biopsy of her nasal
mucosa showed chronic inflammation and a right parotid
gland biopsy revealed acute inflammatory changes with
destruction of the ducts and the presence of giant cell
granulomata. A diagnosis of localised (non-renal)
Wegener’s granulomatosis (WG) was made and she was
commenced on continuous oral cyclophosphamide and
prednisolone with good response.

Despite her initial improvement, her disease flared on
attempting to withdraw immunosuppression after 18
months. She developed severe stridor requiring the
insertion of a permanent tracheostomy for subglottic
stenosis. In 1997 she was treated with azathioprine which
failed to control her disease; when this was changed to
high dose parenteral methotrexate (up to 47-5 mg per
week) and intermittent courses of intravenous
immunoglobulins her general condition improved. She
was, however, troubled by a combination of recurrent
respiratory tract infections and persistent low grade upper
respiratory tract symptoms which worsened over the
following two years. Nasal biopsies confirmed the
presence of active granulomatosis and vasculitis. In
January 2000 she was admitted to hospital with
deteriorating respiratory symptoms, and a CT scan of
her thorax showed cavitating nodules. She developed
respiratory failure requiring admission to the intensive
care unit where she was treated with plasma exchange
followed by boluses of high dose intravenous
cyclophosphamide (15 mg/kg) and methylprednisolone
(10 mg/kg). Over the course of the year, she had five
further admissions to hospital with severe respiratory
infections and required ventilation on one further
occasion. During her final admission, despite intensive
medical management, she suffered a cardio-respiratory
arrest and died. At no stage in her course did she have
clinical evidence of renal involvement.
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RADIOLOGY

Chest X-rays and a CT scan in 1999 were abnormal but
nonspecific, i.e. patchy infiltrates and consolidation,
predominantly in the right lower and middle lobes (Figure
). In January 2000, a conventional spiral and high
resolution CT chest scan showed at least three cavities
and several pulmonary nodules, the appearances being
consistent with WG. The final few months of chest X-
rays demonstrated fluctuating areas of consolidation and
cavitation, predominantly in the right lung, until the final
film showed almost confluent opacification with a large
right mid zone cavity (Figure 2). In summary, therefore,
her radiology shows the characteristic features of
pulmonaryWegener’s — multiple pulmonary nodules which
wax and wane and show features of cavitation. The
consolidation would be consistent with intercurrent
infection and/or haemorrhage.

PATHOLOGY

At autopsy there was focal congestion and ulceration of
the nasopharyngeal mucosa. There was extensive
consolidation and cavitation in both lungs which was
particularly marked in the right upper lobe. Both kidneys
showed multiple white cortical nodules consistent with
previous ischaemia.

Histology of the lungs showed multiple necrotising
granulomatous lesions with intervening scarring of lung
parenchyma (Figure 3). The granulomata were not based
on vascular structures and, while containing moderate
numbers of polymorph nuclear cells, did not show
significant numbers of eosinophils. The appearances in
the lungs were entirely consistent with a diagnosis of
WG. Sections of the kidneys showed no evidence of
active glomerular disease. There were multiple foci of
cortical interstitial scarring and an occasional cortical
interstitial microgranuloma was identified, indicating active
disease at this site.

DISCUSSION

Wegener’s granulomatosis is a systemic vasculitis of the
medium and small blood vessels primarily affecting the
upper and lower respiratory tracts and the kidneys."? A
‘limited’ form, with the clinical findings restricted to the
upper respiratory tract or the lungs, as in this patient,
occurs in around one-quarter of cases.>* Other organ
systems may be involved including joints, eyes, skin,
nervous system, heart and gastrointestinal tract. The
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FIGURE 1
A chest X-ray from 1999 showing non-specific patchy inflitrates in the right lung.

FIGURE 2
A chest X-ray from the final hospital admission showing almost complete opacification of the right
lung with a large cavity in the right mid zone.

disease most often presents with nasal discharge/crusting,
sinus pain, arthralgia or myalgia. Although 65-90% of
patients with active WG have a positive ANCA,® the
diagnosis is confirmed by the clinical features and tissue
biopsy of an affected site. The prognosis of untreated
WG is poor, with up to 90% of patients dying within two
years,® but cytotoxic therapy has dramatically improved
survival and remissions can be induced in most patients
(85—90%) with cyclophosphamide and prednisolone.2”8
Relapse is a frequent occurrence despite initial good
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control.”? Patient survival is currently over 75% at three
to ten years follow-up.> 7 %2 Cyclophosphamide
resistance, as in this patient, is rare and there is at present
little evidence-based treatment for persistent disease
activity that is resistant to cyclophosphamide.'® The roles
of anti-T-cell or anti-cytokine therapy in this setting are
currently being tested.'*'* This patient is also unusual in
having such severe, unremitting disease resulting in death
without clinical renal involvement.
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FIGURE 3
Pulmonary granuloma in Wegener’s granulomatosis.

Note: peripheral Langhans type giant cell (A), a central zone of necrosis with polymorphs (B) and pallisaded rim of histiocytes
(©). H & E: original magnification x 20.
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