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CASE REPORT
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RESUMO

Poliangiite granulomatosa é uma doença sistêmica que afeta qualquer órgão, com predileção pelo trato respiratório superior, pulmões
e rins. Este artigo tem como objetivo relatar um caso atípico de uma paciente com esclerite nodular como manifestação inicial da
poliangiite granulomatosa (Wegener), mimetizando um quadro de tuberculose. A paciente apresentou hiperemia ocular e baixa acuidade
visual progressiva por 1,5 anos, seguido por dor ocular por dois meses. A paciente possuía nódulos subpleurais com densidade de
partes moles, linfonodomegalia em janela aorto-pulmonar e espessamento pleural bilateral discreto, negativo para bacilos álcool-ácido
resistentes (BAAR). O diagnóstico histológico revelou uma vasculite granulomatosa sugestiva de vasculite não infecciosa (poliangiite
granulomatosa). Foi iniciada pulsoterapia com ciclofosfamida.

Descritores: Granulomatose de Wegener; Poliangiite granulomatosa; Vasculite; Esclerite; Pulsoterapia; Relatos de casos

ABSTRACT

Granulomatous polyangiitis is a systemic disease that may affect any organ, with a predilection for the upper respiratory tract, lungs
and kidneys. This article aims to report a case of a patient with atypical nodular scleritis as the initial manifestation of granulomatous
polyangiitis (Wegener), mimicking a case of tuberculosis. The patient presented ocular hyperemia and lower progressive visual acuity
for 1.5 years, followed by eye pain for two months. The patient had subpleural nodules with soft tissue density, increased pulmonary
lymph nodes and discrete bilateral pleural thickening, with negative alcohol-resistant acid bacilli (BAAR). The histological diagnosis
revealed a granulomatous vasculitis suggestive of non-infectious vasculitis (granulomatous polyangiitis). Cyclophosphamide pulse
therapy was initiated.
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INTRODUCTION

Granulomatosis with polyangiitis (GPA), formerly known
as Wegener’s granulomatosis1, is a systemic disease of
unknown aetiology that can affect several organs,

especially the upper respiratory tract, lungs, and  kidneys. It is
characterised by granulomatous inflammation, tissue necrosis,
and various degrees of small and medium calibre vasculitis 2.

Clinical evaluation, the disease’s association with anti-
neutrophil cytoplasmic antibody (ANCA), and a positive biopsy
of affected tissues are important for diagnosis. Ocular
involvement is observed in 50-60% of cases, and it persists
throughout the patient’s life in up to 87% of cases. This can be
the sole manifestation of the disease in 8-16% of patients3.

Unexplained inflammatory orbital disease, scleritis,
peripheral ulcerative keratitis, scarring conjunctivitis, nasolacrimal
duct stenosis, retinal vascular occlusion, and/or uveitis should raise
suspicion of the disease. A detailed clinical examination, laboratory
and imaging tests, and histological evaluation are essential for
diagnosis and to rule out diseases with similar features. Treatment
with cytotoxic and immunosuppressive agents has significantly
improved the prognosis of GPA, which used to have a high
mortality rate before the advent of these therapies3,4.

CASE REPORT

R.G.S., a 60-year-old white, female, married, retired patient
from São Paulo/SP, Brazil, attended the outpatient clinic of the
External Diseases and Cornea Unit of the Department of
Ophthalmology of the Federal University of São Paulo with
hyperaemia in the right eye and progressively lower visual acuity
starting 1.5 years earlier. The patient also reported eye pain starting
two months earlier. She reported suffering from high blood
pressure and diabetes mellitus for 20 years and having undergone
hysterectomy due to uterine cancer in 1998. Best-corrected visual
acuity was 20/32 in the right eye and 20/20 in the left eye. Anterior
biomicroscopy found bulbar conjunctival hyperaemia, scleral
thinning in the inferior nasal quadrant, a clear cornea with dellen
in the inferior nasal quadrant, no anterior chamber reaction, and
a transparent lens in the right eye (Figure 1). Intraocular pressure

was 12 mmHg for both eyes at 8 am. Fundus examination found a
physiologic cup and no oedema, retinal haemorrhage, or signs of
vasculitis in both eyes.

The only altered laboratory tests were blood glucose (190
mg/dL) and AST (50 U/L), while ANA, FR, anti-DNA, anti-SSA/
SSB/DNA/Sm/RNP, C3, C4, CH-50, immunoglobulins (IgA/G/
M), cryoglobulins, and hepatitis B and C antibodies were nor-
mal. ANCA was negative.

The diagnostic hypothesis was keratoscleritis in the right
eye. Oral prednisone, at a dose from varying from 20 to 60 mg/
day, and oral azathioprine 100 mg/day were prescribed.

After 13 months of treatment, fundus examination of the
right eye found a whitish, granulomatous, dense inferior peripheral
subretinal lesion associated with serous retinal detachment with
subretinal fluid extending to the foveal region, as well as vitreous
opacities and choroidal detachments in the inferior and superior
nasal quadrants. Ultrasound imaging showed wall thickening in
the posterior pole, and biomicroscopy found scleritis with
perilimbal scleral thinning and a deformed limbus.

Chest computed tomography (CT) found subpleural
nodules of soft tissue density, lymphadenopathy in the
aortopulmonary window, and mild bilateral pleural thickening
(Figure 2).

A transpulmonary biopsy revealed chronic granulomatous
pleuritis with necrosis. The tuberculosis skin test (PPD) was 0
mm; it should be noted that the patient was immunosuppressed
with prednisone and azathioprine, as well as being elderly and
having uncontrolled diabetes mellitus. Bacterioscopy found no
acid-alcohol-fast bacilli or fungi (no absolute histological criteria
suggesting sarcoidosis). The patient was treated against
tuberculosis (rifampin, isoniazid, pyrazinamide, and ethambutol
[RHZE]) by the pulmonology clinic at the same university due
to the CT and pathology results. Treatment with azathioprine
was discontinued. The patient received treatment for tuberculosis
for nine months; nonetheless, her pulmonary symptoms
worsened and her ocular symptoms failed to improve. The
pulmonary nodule grew, and a small pleural effusion was
observed six months after the end of treatment. As there was no
improvement after treatment for tuberculosis, a nodulectomy
was performed on the upper pulmonary lobe to clarify the

Figure 1:  I, II, II - Scleral thinning and corneal dellen in the inferior
nasal quadrant. IV - No anterior chamber reaction.

Figure 2: - Chest radiograph and CT scan showing subpleural nodules
of soft tissue density, lymphadenopathy in the aortopulmonary window,
and mild bilateral pleural thickening.
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aetiology of the disease. The histological diagnosis was
granulomatous vasculitis suggestive of non-infectious vasculitis
(GPA), thus dismissing the previous diagnosis of tuberculosis.
Treatment with cyclophosphamide pulse therapy was initiated.
The patient received 12 cyclophosphamide pulses, in addition to
oral azathioprine 150 mg/day and oral prednisone at doses of 20
to 60 mg/day. After the cyclophosphamide treatment was
completed, the scleral lesion recurred while the patient was using
azathioprine and phasing out the oral corticosteroids. Thus,
azathioprine was replaced by mycophenolate sodium. From that
moment onwards, the scleral injury remained stable and the
underlying disease was controlled, suggesting the diagnosis of
GPA. The maintenance regimen was mycophenolate sodium 1.44
g daily and prednisone 20 mg daily.

Fundus examination continued to show retinal detachment
in the right eye, with a final visual acuity of hand motion, and
unchanged visual acuity in the left eye (20/20).

DISCUSSION

GPA is a disease of unknown aetiology and was first
described in 1937. It is one type of ANCA-associated vasculitis.
ANCA can be directed to proteinase-3 (PR3-ANCA) and
myeloperoxidase (MPO-ANCA) and is highly prevalent in GPA,
microscopic polyangiitis, and Churg-Strauss syndrome5.

GPA is a multifocal inflammatory disease that most
commonly affects the upper and lower respiratory tract and the
kidneys6. Multiple organ involvement is associated with a poorer
prognosis, and its mortality rate used to reach 80% in the first year
of disease7. In the early 1970s, the introduction of drugs such as
cyclophosphamide combined with glucocorticoids changed the
course of the disease, which ceased to be highly lethal, and
remission became possible. However, cases refractory to
medication are frequent and, after achieving remission, relapses
associated with attempts to discontinue or reduce the medication
are common. As a consequence, the side effects of therapies
increase the morbidity and mortality associated with the disease8,9.

In the case presented here, GPA presented with nodular
scleritis. In addition to GPA, rheumatoid arthritis, systemic lupus
erythematosus, relapsing polychondritis, and inflammatory bowel
disease should also be investigated in similar cases. Necrotising
scleritis is more common in GPA; its prognosis is worse and it
frequently causes visual impairment5.

Up to 58% of patients with GPA have ophthalmic
manifestations. In a study of 158 patients with GPA, 52% had
eye disease (scleral involvement in 10%), of whom 8% developed
visual loss8. In another review of 140 GPA cases, 29% presented
ocular disease. Orbital involvement was the most common (15%),
followed by scleral (7%), episcleral (3.5%), corneal (8%), and
nasolacrimal (7%) involvement10.

In a study of 47 patients with GPA, 57.4% presented with
systemic disease and then developed ocular disease. Only 6.3%
of patients presented eye disease first, followed by systemic
disease. Another 6.3% of patients had eye disease first, but
systemic disease was found during diagnostic examination.
Overall, isolated ocular involvement persisted in 30% of patients
after ten years of follow-up. In all groups, necrotising scleritis
was the most frequent presentation11.

The diagnosis of GPA requires positive ANCA, which did
not occur in the present case. However, when the illness is

“limited” to the facial sinuses and orbit, ANCA may be negative
in up to 50% of cases; a biopsy of affected tissues may be required
to determine the diagnosis12.

There appears to be an atypical course in cases of limited
GPA with negative ANCA; diagnosis usually takes longer and
the disease has a better prognosis, except for the tissue damage
resulting from delayed diagnosis13,14.

In Brazil, it is not standard procedure to start treatment
for extrapulmonary tuberculosis when PPD testing is negative,
since the Brazilian protocol includes a positive PPD test as a
precondition for starting treatment. The incidence of pulmonary
tuberculosis in the Brazilian population is still very high, and
PPD testing is important in the screening for latent tuberculosis,
as it is a simple test with a low cost. However, a positive PPD test
is not required in some situations, such as diabetes mellitus, old
age, or immunosuppression. Pulmonary nodules can establish
the diagnosis of tuberculosis even in cases with a negative PPD
test, and there are reports of patients with concomitant GPA
and tuberculosis15. Studies show that the PPD test can be
negative in 20-25% of immunocompetent patients with active
pulmonary tuberculosis16,17; it can also be negative in patients
with active ocular tuberculosis18. As widely reported in the
literature, immunosuppressed patients can have a negative PPD
test even in the presence of active pulmonary tuberculosis, e.g.
when prednisone is used19-21. Recent international studies suggest
that even if the PPD test is normal, pulmonary tuberculosis
should be diagnosed and treated in symptomatic elderly patients
or when imaging studies are altered22-25. Diabetes mellitus is
another well-known cause of active pulmonary tuberculosis with
a negative PPD test22-25. The patient presented here was
immunosuppressed with prednisone and azathioprine, was
elderly, and had uncontrolled diabetes mellitus at the time of
PPD testing. Therefore, the diagnosis of pulmonary tuberculosis
could not be based only on this test, since all these factors can
lead to a false-negative result. The suggestive imaging tests, the
epidemiology of the disease (with a high incidence in the region),
the fact that the patient had uncontrolled diabetes mellitus (which
increases the risk of developing the disease, whether symptomatic
or asymptomatic, even with a negative PPD test), and the patient’s
age (elderly patients have higher risk of developing the disease,
whether symptomatic or asymptomatic, even with a negative
PPD test) were thus used as the basis for treatment against
tuberculosis, in accordance with recent international studies. The
diagnosis of pulmonary tuberculosis was later dismissed because
the patient’s pulmonary symptoms worsened and there was no
improvement in ocular symptoms despite the treatment for
tuberculosis, as well as the lung biopsy typical of GPA.

The treatment of GPA with corticosteroids and
immunosuppressive agents has improved the prognosis of the
disease, but morbidity and mortality are still high10. In this case
report, treatment with cyclophosphamide clearly modified the
prognosis, with significant improvement in ocular disease,
suggesting a diagnosis of GPA. Pulse therapy with
cyclophosphamide is effective in improving renal function, as
well as joint and ocular symptoms26.

Anti-tumour necrosis factors have been described as an
alternative in the treatment of GPA, with fewer side effects.
Infliximab and etanercept have been effective in the treatment
of chronic inflammatory diseases resistant to usual
immunosuppressive therapy27. Infliximab is superior to
etanercept, and there are no reports on adalimumab28.
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There are also reports of GPA treated with rituximab, an
anti-CD20 agent (B-cells), in cases of GPA refractory to
cyclophosphamide. The reports are encouraging in terms of
remission and side effects when compared with
cyclophosphamide4,29,30.

This case report highlights aspects that are relevant to the
assessment of necrotising scleritis. The ophthalmic diagnosis
should always include an investigation of systemic diseases.
Furthermore, early treatment with appropriate medication can
be crucial to preserve visual acuity. GPA is usually refractory to
traditional treatment, and other immunobiological drugs can be
used to preserve the involved organs and reduce comorbidities
due to the adverse effects of therapy.
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