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gozden gecirilmesi
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Abstract

Relapsing polychondritis (RP) is a rare immune-mediated disease
that is characterized by recurrent inflammation of cartilaginous and
proteoglycan-rich tissues. The most frequent involved sites are the
auricular cartilage and cartilage of peripheral joints. Approximately
one third of RP cases are associated with other diseases, such as
vasculitis, connective tissue diseases and myelodysplastic syndrome.
Herein we present a RP case that was found positive for cytoplasmic
antineutrophil cytoplasmic antibody (c-ANCA or PR3-ANCA) but
did not show any signs of systemic ANCA-associated vasculitis. It is
important to make sure that RP patients are being investigated for the
presence of any associated disease and followed up accordingly.
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Introduction

Relapsing polychondritis (RP) is an immune-mediated
disease that involves cartilaginous and proteoglycan-
rich tissues such as the elastic cartilage of the ear and
nose, the cartilage of the tracheobronchial tree and the
hyaline cartilage of peripheral joints. It is characterized by
recurrent inflammatory episodes of these tissues, which
result in deformation and functional impairment. The most
frequent presentation of RP is auricular chondritis and

polyarthritis, which are seen in over 80% of patients. There
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Tekrarlayan polikondrit (RP), kikirdak ve proteoglikandan zengin
dokularin tekrarlayan enflamasyonu ile karakterize, nadir gorilen
imman aracili bir hastaliktir. En sik tutulan bolgeler kulak kikirdag
ve periferik eklemlerin kikirdagidir. RP olgularinin yaklasik tcte biri
vaskulit, bag dokusu hastaliklari ve myelodisplastik sendrom gibi
diger hastaliklarla iliskilidir. Burada sitoplazmik antinétrofil sitoplazmik
antikor (c-ANCA veya PR3-ANCA) pozitif bulunan ancak herhangi
bir sistemik ANCA iliskili vaskulit belirtisi gostermeyen bir RP olgusu
sunuyoruz. RP hastalarinin herhangi bir iliskili hastalik varligi acisindan
arastirildiklarindan ve buna goére takip edildiklerinden emin olmak
Snemlidir.

Anahtar Kelimeler: Tekrarlayan polikondrit, antinotrofil sitoplazmik
antikor, derleme

are different diagnostic criteria of RP according to different
authors. ! Criteria suggested by McAdam et al.”! in 1976
is the most popular and requires the presence of at least
three of six clinical features including auricular chondritis,
nonerosive inflammatory polyarthritis, nasal chondritis,
ocular inflammation, respiratory tract chondritis and
audiovestibular damage.m? It is known that approximately
one third of RP cases are associated with other diseases, such
as vasculitis, rheumatoid arthritis, connective tissue diseases

and malignancies, especially myelodysplastic syndrome.?
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Case Report

A 68-year-old woman who had a history of atrial
fibrillation, sick sinus syndrome and Meniere’s disease was
admitted to our clinic with the complaints of ongoing fever
and weakness for one month. She also complained of night
sweats and weight loss (8 kilograms in one year). Before
being admitted to our hospital, she had two separate hospital
admissions with the same symptoms. Her laboratory tests
in those admissions had revealed high levels of acute phase
reactants and coagulase negative staphylococci had been
isolated from her blood cultures. Physical examination
had revealed no murmurs and no vegetations or thrombi
had been identified on transthoracic echocardiogram.
Intravenous antibiotics had been initiated and the patient
was referred to our hospital for further evaluation.

On admission, her body temperature was 38.4 °C and
laboratory tests revealed a C-reactive protein level of 26.7
mg/dL (0-0.8) and an erythrocyte sedimentation rate of
100 mm/h. Her complete blood count results were as
follows; hemoglobin: 10.3 gr/dL. which was compatible
with anemia of chronic disease, leukocyte: 8.4x10°/pL and
platelet: 428x10°/pL. No microorganisms were isolated
from six different sets of blood culture. A transesophageal
echocardiography was performed and a millimetric fibrillary
mobile structure was identified on the pacemaker electrode,
which had been implanted for sick sinus syndrome, at the
junction of superior vena cava and right atrium. Therefore,
she was diagnosed with pacemaker-associated infection
and intravenous ampicillin and gentamicin was initiated.
However, following antibiotic treatment, she continued
to experience fever and her acute phase reactant levels
remained high despite antibiotic treatment. Computerized
tomography angiography did not reveal any specific findings
that might be associated with infection, malignancy or
vasculitis. Further laboratory tests were performed; ANCA
IFA was reported to be positive in 1/100 dilution and PR3-
ANCA ELISA was positive.

During her hospital stay, she experienced redness, pain
and swelling firstin her right auricula and within days, similar
symptoms developed in her leftauricula (Figure 1) along with
redness in her left conjunctiva. When questioned, she also
complained of a recently developed numbness in her nasal
root and difficulty in hearing for almost ten years. An ear-
nose-throat examination was performed, and perichondritis
in left auricula and bilateral moderate sensorineural hearing
loss were noted. Therefore, she was diagnosed with RP. 48
mg of methylprednisolone per oral was initiated. Within
two days, a decline in her acute phase reactant levels was
observed and her fever resolved.
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Figure 1. Swelling and redness in left auricula

Since myelodysplastic syndrome can accompany
RP,B! a bone marrow biopsy was performed. However,
it was reported as normocellular bone marrow with an
increase in megakaryocytes, which supports a reactive
process. Therefore, she was discharged with 48 mg
methylprednisolone and azathioprine 50 mg bid.

Discussion

Our patient demonstrated the clinical signs of auricular
chondritis, nasal chondritis, inflammation and
audiovestibular damage, and therefore according to the criteria
suggested by McAdam et al.”’ she was diagnosed with RP. In
our case, none of the associated diseases mentioned before
accompanied RP: however, PR3-ANCA was positive without
any vasculitic manifestations. Itis known that ANCA is positive
in approximately 25% of RP patients, and 10% of these have
clinical manifestations of vasculitis.”! Glycosaminoglycans
in cartilage, aorta, sclera, cornea and pinna are the main
targets in RP.1 Also, antineutrophil antibodies seem to have
a role in the vascular lesions, leading to enzymatic lysis of
glycosaminoglycans.”” We may hypothesize that production
of ANCAs is triggered by the destruction of connective tissue
during the disease process of RP.

In Table 1, cases that involve both RP and ANCA
positivity can be seen. In addition to these cases, Papo et al.®!
investigated 33 RP cases for ANCA positivity in 1993 and
eight cases were found positive, three of them with c-:ANCA
and five of them with perinuclear-rANCA (p-ANCA or
MPO-ANCA).

File at al.' reported three cases with p-ANCA
positive associated vasculitis (AAV). In the first patient, RP

ocular



Table 1. Cases of RP and ANCA positivity that have been reported so far

Authors, year and Number of  Conditions that accompany RP
reference patients
p-ANCA positivity, Graves disease,
Xuan et al. 20179 1 suspected Moyamoya disease
(multiple intracranial vasculopathy)
File et al. 201401 3 3 cases with p-ANCA positive AAV
Mattiassich et al. -
5013 1 C-ANCA positive AAV
3 cases with hypertrophic
Canas et al. 201112 3 pachymeningitis and c-:ANCA
positive AAV
Masterson et al. 2001 1 Recurrent p-ANCA positive AAV

leading to renal allograft loss

AAV: ANCA Associated vasculitis, ANCA: Antineutrophil cytoplasmic antibody, RP:
Relapsing polychondritis

developed 1.5 years after the onset of AAV. However, in
the other two patients, RP had been diagnosed before AAV
which manifested with severe crescentic glomerulonephritis.
Matdassich et al.'!! reported a case of c-ANCA positive
systemic and cerebral vasculitis in which a rising c-ANCA
titre triggered RP symptoms. After treatment with
corticosteroids for RP, cyclophosphamide was given for
vasculitis and decrease in c-ANCA titre was observed along
with full remission of RP symptoms. In our patient, imaging
studies were performed in order to bring any potential
underlying vasculitis into light: however, they did not reveal
any supportive signs. Moreover, in a case reported by Xuan
etal.l), p-ANCA positivity was secondary to propylthiouracil
(PTU) use for Graves’ disease. It is known that drugs such
as PTU, hydralazine, anti-tumor necrosis factor alpha
agents, sulfasalazine, D-penicillamine, antibiotics such as
cephotaxime and minocycline can lead to ANCA positivity
and even AAV.I¥! Therefore, we questioned our patient’s
drug use but no causal drugs were identified.

To sum up, ANCA positivity can accompany RP and
patients should be investigated thoroughly for a primary
systemic AAV and be questioned for drug use that may cause
ANCA positivity. However, when there are no supportive
signs for an underlying vasculitis or drug use as in our case,
it is not clear how to do the follow-up of these patients.
Therefore, more studies are needed to determine how
physicians should follow their RP patients who demonstrate
ANCA positivity, and we wanted to emphasize this matter
by reporting such a case.
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