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ABSTRACT

Relapsing Polychondritis (RP) is a rare systemic disease of unknown etiology, characterized by recurrent inflammation of
cartilaginous structures and other connective tissues, including the ears, nose, joints, respiratory tract, and others. Due to
the presence of typical signs and symptoms, biopsy is seldom necessary. Treatment includes corticosteroids, occasionally
associated with immunosuppressive agents, but refractory cases are described. Recent reports suggest that anti-TNF
agents, such as infliximab, may be of value in patients who do not respond to conventional therapy, but experience with
this treatment is scarce. In this paper, the authors report the case of a patient with RP refractory to combined treatment
with corticosteroids and immunosuppressive agents, who showed a good response to infliximab.
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INTRODUCTION

Relapsing Polychondritis (RP) is a rare disorder of unknown
etiology, characterized by recurring inflammation and
destruction of cartilaginous structures, such as the ears, nose,
larynx, and tracheobronchial tree.! Systemic manifestations
could also involve the skin, eyes, blood vessels, and joints. It
can affect individuals of any age group, but its incidence is
higher around the 4" and 5% decades, without preference for
race or gender, or family aggregation.

Its etiology remains unknown, but evidence suggests that
autoimmune inflammation leads to the destruction of cartilages
by proteolytic enzymes. The diagnosis is based on clinical
criteria,” but biopsy confirmation in necessary in atypical cases.
Zeuner et al. (1997) suggested the presence of a genetic factor
associated with the human leukocyte antigen HLA-DR4.?

Uni or bilateral inflammation of the ear cartilage is the
most frequent clinical manifestation. Different cartilages can
be involved in successive bouts of the disease.?

Initially, auricular chondritis could be mistaken by an
infectious etiology (leprosy or leishmaniasis) or trauma. In

the presence of respiratory tract involvement, pathologies
like Wegener’s granulomatosis, amyloidosis, sarcoidosis,
osteochondroplastic tracheobronchopathy, and rhinoscleroma,
which have similar presentation, should be ruled out. The
differential diagnosis with Cogan’s syndrome, Behget’s
disease, Takayasu arteritis, Ehlers-Danlos syndrome, syphilis,
cystic medial sclerosis, and spondyloarthropathies is mandatory
in the presence of vascular lesions.*>¢

The treatment of RP is empirical, adjusted according to
the activity and severity of the disease’. In mild cases, the
use of non-steroidal anti-inflammatories, colchicine, and
dapsone are indicated.”® Prednisolone is the main drug used
in the treatment of this disorder. Immunosuppressors, such as
methotrexate, cyclophosphamide, azathioprine, chlorambucil,
mycophenolate mofetil, and cyclosporin, can be effective, but
refractory cases can be seen.”!”

This report describes the clinical evolution of a patient who
had a good response to infliximab after unsuccessful treatment
with conventional therapy.
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Identification: E.V.F., 42 years old white female, married,
from Nova Friburgo, Rio de Janeiro, seamstress.

Clinical History: The patient referred a 12-month history
of pain in the sternal region, shoulders, temporomandibular
joints, elbows, wrists, hands, knees, ankles, and feet; hoarseness,
progressive hearing loss, dyspnea, left auricular chondritis, and
vertigo. She was seen by a rheumatologist in her hometown, and
received the diagnosis of relapsing polychondritis after auricular
biopsy, which showed fragmented cartilaginous tissue surrounded
by fibrous connective tissue, with mononuclear inflammatory
infiltrate, suggestive of fibrosis, with areas of perichondral
inflammatory reaction. Symptoms persisted despite treatment
with prednisone, 40 mg/day, and methotrexate, 7.5 mg/week.
Due to the poor response to treatment, the patient was referred
to the Rheumatology Department of Santa Casa de Misericordia
do Rio de Janeiro. The dose of methotrexate was increased to
10 mg/week, the dose of prednisone remained the same, and
calcium carbonate, folic acid, and clonazepam were added to
the treatment. Laboratorial exams (Table 1) showed erythrocyte
sedimentation rate (ESR) of 43 mm/h and C-reactive protein
(CRP) of 6 mg/dL. Her symptoms worsened and she developed
arthritis of ankles and wrists, diffuse body pain, and persistent left
auricular chondritis and vertigo. Azathioprine, 100 mg/day, was
added to the therapeutic regimen after the doses of methotrexate
and prednisolone were increased to 15 mg/week and 60 mg/day,
respectively. Her symptoms did not improve and the patient
developed arthritis of the wrists and sternoclavicular joints, as
well as right auricular pain. She complained of fever, epigastric
pain, and odynophagia. Upper GI endoscopy showed Candida
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esophagitis Kodsi I, mild endoscopic enanthematous pangastritis,
gastric biopsy with mild erosive gastritis of the antrum and
positive for Helicobacter pylori. The patient was treated with
pantoprazole, amoxicillin, and metronidazole for 14 days, besides
fluconazole. Laboratorial exams showed an increase in ESR to 92
mm/h and CRP+/4+. The dose of azathioprine was increased to
150 mg/day while maintaining the doses of the remaining drugs.
Auricular chondritis improved after two months, with persistent
polyarthritis of wrists, ankles, and sternoclavicular joints.
Erythrocyte sedimentation rate remained elevated (76 mm/h).
Her body aches were more severe and polyarthritis persisted.
Due to treatment failure, infliximab was initiated: 3 mg/kg of
infliximab in a patient weighing 63 kg (189 mg per infusion) on
days 0, 14, and 42, followed by maintenance doses every eight
weeks, as recommended for rheumatoid arthritis.

The patient referred improvement of the arthritis after the
second infusion. After the third infusion, arthritis had remitted
and objective inflammatory exams showed improvement (Chart
1). The patient referred progressive clinical improvement after
each infusion, which allowed the reduction of the doses of
corticosteroids and immunosuppressants to 10 mg/day of
prednisolone and 7.5 mg/week of methotrexate.

DISCUSSION

The treatment for this patient was discussed throughout the
follow-up, since a completely satisfactory treatment for RP
does not exist. The literature has references on the use of pulse
therapy with methylprednisolone and/or cyclophosphamide, as
well as the use of immunosuppressants, such as methotrexate,
azathioprine, and mycophenolate mofetil, with different

Table 1
Main Laboratorial Exams substitua a legenda por Laboratory results
Exam Results Exam Results
Hemoglobin 12.3 g/dL 24-hour Proteinuria 69 mg/24h
Leukocytes 5,000 mm? ANF HEp 2 Negative
Albumin 4.0 g/dL Rheumatoid factor, Negative
latex and Waaler - Rose
Globulin 4.20 g/dL ANCA Negative
Platelets 288,000 mm? Anti-DNA Negative
ESR 43 mm/h Anti-CCP Negative
CRP 6 mg/dL Anti-cardiolipin Negative
AST 13 U/L Lupus anticoagulant Negative
ALT 19 U/L Anti-HIV Negative
UA No changes PPD Weak reactor
VDRL Negative Serologies for hepatitis B and C Negative
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Chart 1
Variation of the erythrocyte sedimentation rate after starting the treatment
MTX: Methotrexate; PDN: Prednisolone + AZA — Azathioprine; INF IFX: Infliximab infusion.

results, in cases refractory to oral corticosteroids.!' Besides,
the successful treatment of refractory RP and cases with
involvement of the respiratory tract with Tumor Necrosis
Factor o — TNF-o — antagonists have been reported.'

This patient was treated with infliximab, with initial dose of
3 mg/kg per infusion, as described. The experience obtainded
with our case suggests that infliximab can be useful in selected
cases of RP unresponsive to the usual treatment.

Recent studies'*'* have reported the use of this drug in
patients undergoing surgical reconstruction of the nasal cartilage,
as well as other biological agents like tocilizumab, " etanercept,'®
and adalimumab in patients who failed treatment with infliximab.
Those reports confirm the need of more studies on the use of
new drugs in the treatment of refractory cases of RP.

Since the patient had a weak response to PPD without
confirmed history of tuberculosis, a CT scan of the chest was
done, which did not show any changes. The case was also
evaluated by the Pneumology Department and, after reaching
a consensus on the use of biological agents, it was decided that
prophylaxis with isoniazid was not necessary, but surveillance
and proper follow-up were maintained.

Despite the benign evolution, the data in the literature
recommend a observational attitude because the patient is at
risk of future relapses with more severe disease manifestations.
In this patient, we decided to use a drug that is not well-known
or indicated for this pathology based on reports of successful
treatment of RP and the absence of adverse events. Failure
of the treatment used routinely to control the inflammatory
activity was fundamental for the indication of biological
therapy in an attempt, so far effective, to induce clinical

216

remission of the osteoarticular involvement and prevent further
relapses that could cause further compromise and extend more
severe RP to other organs and tissues.
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