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Joined at the hip: rheumatoid arthritis and tuberculosis
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Clinical record

A 67-year-old man presented to the rheumatology clinic with uncontrolled rheumatoid arthritis,
which was being treated with leflunomide and prednisone. He had previously not responded to
gold, methotrexate and cyclosporin. His other medical history included partial gastrectomy,
diabetes mellitus and chronic renal impairment.

In preparation for treatment with a tumour necrosis factor (TNF) receptor antagonist, a plain
chest radiograph and tuberculin skin test were performed. The radiograph was clear, but

the tuberculin skin response was strongly positive at 26 mm. The patient had received BCG
vaccination more than 50 years earlier. His tuberculosis risk factors were a family history in

his grandfather, and being from Eastern Europe. Given these findings, isoniazid was initiated
for treatment of latent tuberculosis, with a proposed treatment plan of 6 months.

Two months later, the patient presented with fever, night sweats and a painful left hip with
reduced range of movement. Ultrasound showed a large collection extending from the hip joint.
The hip joint aspirate showed a mild neutrophilic infiltrate, but no organisms were detected and
polymerase chain reaction (PCR) testing for Mycobacterium tuberculosis was negative.
Magnetic resonance imaging (MRI) of the hip revealed a large iliopsoas collection with femoral
head signal changes and flattening (Figures). An infective cause was suspected, so arthroscopic
lavage of the left hip and computed tomography (CT)-guided aspiration of the iliopsoas
collection were performed. The aspirate removed 50mL of fluid containing mildly increased
neutrophils, but showed no evidence of M. tuberculosis by microscopy, culture or PCR.
Nuclear technetium-99 scintigraphy showed uptake only in the femoral head, suggestive of
osteonecrosis, with a differential diagnosis of osteomyelitis. A subsequent CT-guided biopsy of

the psoas collection wall did not show any evidence of tuberculosis by histology, culture or PCR.

At this stage, the patient’s rheumatoid arthritis was managed with prednisone 10 mg twice daily.
He was started on a full anti-tuberculous regimen comprising rifampicin, isoniazid, pyrazinamide,

Magnetic resonance imaging (MRI)
of the hip

A: T1-weighted MRI sagittal view of the hip
showing the enlarged left iliopsoas bursa
(long arrows) anterior to the femoral head
(short arrow).

and ethambutol, because of the highly positive tuberculin skin test and the large psoas

collection.

Two months later, a repeat CT scan showed resolution of the psoas collection, but persistence
of the left hip effusion. The patient was treated with quadruple antituberculosis therapy for

2 months, but this was ceased because of diarrhoea secondary to Clostridium difficile. Over
the next 4 months, several attempts to sequentially administer one to two antituberculosis
medications were interrupted by recurrent episodes of pseudomembranous colitis caused

by C. difficile infection, leading to total withdrawal of antituberculosis medications.

Over the ensuing months, the left hip pain continued to worsen. Tuberculosis was still

considered the most likely diagnosis and an arthroscopic biopsy of the left hip synovium was
performed. This showed a non-specific chronic synovitis, but no granulomas and no acid-fast

bacilli on PCR testing or culture.

The patient underwent a total hip replacement 8 months after his initial presentation with left hip
pain. Histology of the hip revealed osteonecrosis of the femoral head, synovial inflammation
from rheumatoid arthritis and no evidence of tuberculosis. The iliopsoas collection was thought

to be due to a giantiliopsoas bursa that did not recur after aspiration.

B: Short T1 inversion recovery MRI coronal
view of the hip showing the large
multiseptated iliopsoas bursa (arrow). @

*

ur patient had an enlarged iliopsoas bursa associated with
osteonecrosis of the femoral head mimicking a tubercu-
lous psoas abscess.

Rheumatoid arthritis is a recognised cause of giant iliopsoas
bursae.!® Other conditions leading to an enlarged iliopsoas bursa
include acute trauma and overuse injuries. Infections can also
result in iliopsoas bursitis or abscess formation.* A number of
organisms have been reported, with pyogenic bacteria, most
commonly Staphylococcus aureus, implicated in most cases.”®
Tuberculosis, once a well recognised causative agent of iliopsoas
abscesses, is now less frequently reported in the Western world .

Anti-TNF therapies are being increasingly used for treatment of
inflammatory arthropathies, but can cause reactivation of tubercu-

losis.” Patients with rheumatoid arthritis treated with anti-TNF
agents have higher than background rates of tuberculosis, and are
more likely to develop extrapulmonary or disseminated disease.®*°
There are mechanistic reasons why this may occur, specifically
relating to inhibition of T-cell numbers and activation,'! as well as
interference with granuloma formation.'®!'*

Assessment for tuberculosis in patients being considered for
anti-TNF therapy should include clinical history, particularly
previous tuberculosis exposure, prior tuberculosis treatment or
BCG vaccination, physical examination, chest radiograph, and in
appropriate cases, tuberculin skin testing.!? Patients with abnor-
mal radiographs or who are at high risk should be assessed by a
tuberculosis specialist.
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o Patients with rheumatoid arthritis treated with anti-tumour
necrosis factor (TNF) therapy have an increased risk of active
tuberculosis infection. Specific screening tests should be done
before initiating anti-TNF therapy.

o Latent tuberculosis remains a difficult diagnosis in the context of
immunosuppressive illnesses or immunosuppressive therapy.

e Tuberculosis screening should ideally be performed early in the
course of rheumatoid arthritis, particularly with aggressive disease.

o lliopsoas bursitis related to rheumatoid arthritis may be confused
with tuberculosis. .

False positive tuberculin skin tests are seen both with previous
BCG vaccination and with environmental mycobacteria.'* Interferon
vy tests have the advantage of being less influenced by prior BCG
vaccination and show stronger correlation in groups with tuberculo-
sis exposure compared with tuberculin skin tests.'* A significant
problem with tuberculin skin tests is the potential for false negative
results in the context of immunosuppressive therapy. Patients on
immunosuppressive treatment may also show increased rates of
indeterminate results using the interferon y tests.*

Latent tuberculosis is defined as having no signs or symptoms of
tuberculosis, a positive tuberculin skin test (allowing for the
specific clinical condition), and certain risk factors such as typical
tuberculosis chest radiograph abnormalities or an immunosup-
pressive condition or treatment.'*! In our patient, the tuberculin
skin test was positive and he had both immunosuppressive disease
and treatment. However, we found no tissue-specific histopatho-
logical or microbiological evidence for tuberculosis, despite multi-
ple interventions.

Current guidelines suggest that latent tuberculosis in the context
of an abnormal chest radiograph should be treated either with
isoniazid alone or with isoniazid and rifampicin, ideally before
initiation of anti-TNF therapy.> Of note, even after sustained
prophylactic anti-tuberculous treatment, some patients may still
develop tuberculosis reactivation following treatment with anti-
TNF agents.B’17

Although the incidence of tuberculosis in patients from non-
tuberculosis-endemic countries such as Australia is generally
low,'® previously common extrapulmonary manifestations of
tuberculosis such as iliopsoas abscesses may need to be considered
more carefully once again. Furthermore, in patients treated with
anti-TNF agents, given the imperfect screening tests for tuberculo-
sis, especially in immunosuppressed patients, increased vigilance
is needed for both extrapulmonary and disseminated tuberculosis.
In this context, screening early in the course of inflammatory
arthritis may be very useful.
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