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PRACTICE POINTS

- Relapsing polychondritis (RP) is characterized by
recurrent inflammatory insults to cartilaginous and
proteoglycan-rich structures, most often manifest-
ing as ear inflammation that involves the auricle but
spares the lobe, nasal chondritis, and arthralgia.

- Relapsing polychondritis acts classically as an
autoimmune disease with a variable presentation,
making diagnosis a challenge.

- One-third of RP patients have coexisting
autoimmune disease.

- Treatment of RP depends on severity of disease,

- Dermatologists must be aware of the potential
for development of RP in the setting of human immu-
nodeficiency virus infection; a missed diagnesis
of this progressive disease has the potential 10
be life-threatening.

Relapsing polychondritis (RP) is an inflammatory condition that has
been widely accepted as autoimmune in nature and can occur in
patients with immune system dysregulation. Although RP has been
well documented in patients with other autoimmune conditions, such
as vasculitis, its presence in patients with human immunodeficiency
virus (HIV) infection has been infrequently described. We describe
a case of RP in an HIV-positive patient without other identifiable
autoimmune disease.
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elapsing polychondritis (RP) is a recurrent inflam-
matory condition involving primarily cartilaginous
structures. The disease, first described as a clinical

entity in 1960 by Pearson et al,' is rare with an estimated
incidence of 3.5 casessper 1 million individuals.*> The
pathogenesis of RP is‘widely accepted as being autoim-
mune in nature, largely due to the identification of cir-
culating autoantibodies seen in the sera of patients with
similar clinical pictures.’

Although in most patients the primary process involves
inflammation of cartilage, a subset of patients experience
involvement of noncartilaginous sites.* The degree of sys-
temic.involvement varies from none to notable, affecting
the cardiovascular and respiratory systems and poten-
tially leading to life-threatening complications, including
cardiac valve compromise and airway collapse. Relapsing
polychondritis is considered to be a progressive disease
with the ultimate potential to be life-threatening.’

Human immunodeficiency virus (HIV) infection leads
to a profound state of immune dysregulation, affecting
innate, adaptive, and natural killer components of the
immune system.® There is variability in the development
of autoimmune disease in HIV patients depending on
the stage of infection. The frequency of rheumatologic
disease in HIV patients might be as high as 60%.°
Relapsing polychondritis is rare in patients with HIV.””
Of 4 reported cases, 2 patients had other coexisting
autoimmune disease—sarcoidosis and Behget disease.®’

Case Report

A 36-year-old man presented to the clinic with a con-
cern of recurrent ear pain and swelling of approximately
2 years’ duration. Onset was sudden without incit-
ing event. Symptoms initially involved the right ear
with eventual progression to both ears. Additional symp-
toms included an auditory perception of underwater
submersion, intermittent vertigo, and 3 episodes of throat
closure sensation.
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The patient’s medical history was notable for asthma;
gastritis; depression; and HIV infection, which was diag-
nosed 4 years earlier and adequately managed with
highly active antiretroviral therapy. His family history was
notable for systemic lupus erythematosus in his mother,
maternal aunt, and maternal cousin.

At presentation, the patient’s CD4 count was
799 cells/mm?® with an undetectable viral load. Medications
included abacavir-dolutegravir-lamivudine, hydroxyzine,
meclizine, mometasone, and quetiapine. Physical exami-
nation showed erythema, swelling, and tenderness of the
left and right auricles with sparing of the earlobe that
was more noticeable on the left ear (Figure 1). Bacterial
culture from the external auditory meatus was positive for
methicillin-resistant Staphylococcus aureus. Biopsy revealed
chronic inflammatory perichondritis with mild to moderate
fibrosis and chronic lymphocytic inflammation at the der-
mal cartilaginous junction (Figure 2). A direct immunoflu-
orescent biopsy was unremarkable, but subsequent type II
collagen antibodies were positive (35.5 endotoxin units/mL
[reference range, <20 endotoxin units/mL]).

The patient was started on dapsone 50 mg twice daily,
which was increased to 100 mg twice daily when the
patient’s condition did not improve. He also was started
on mupirocin otic drops compounded with mineral oil,
resulting in a negative follow-up bacterial culture of the
external auditory meatus.

Comment

Relapsing polychondritis is an uncommon progtessive
disease characterized by recurrent inflammatery insults to
cartilaginous and proteoglycan-rich structures:* The most

FIGURE 1. Erythema and swelling of the auricle of the left ear with
notable sparing of the earlobe.
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consistent clinical features of RP are ear inflammation
that involves the auricle and spares the lobe, nasal chon-
dritis, and arthralgia.'” Laryngotracheal compromise may
occur from tracheal cartilage inflammation. The involve-
ment of these specific structures is due to commonal-
ity between their component collagens.’> Although any
organ system can be affected, as many as 50% of patients
have respiratory tract involvement, which may affect any
portion of the respiratory tree."" If involving the larynx,
this inflammation can lead to severe edema warranting
intubation. Cardiovascular involvement is present in
24% to 52% of patients,’® which most commonly mani-
fests as valvular impairment affecting the aortic valve
more frequently than the mitral valve.®

Pathogenesis—Although the etiology of RP remains
undetermined, multiple hypotheses have been proposed.
One is that a certain subset of patients is predisposed to
autoimmunity, and a secondary triggering event in the
form of infection, malignancy, or medication catalyzes
development of RP/A second hypothesis is that mechanical
trauma to cartilage exposes the immune system to certain
antigens that ‘would have otherwise remained hidden,
prompting’autosensitization.'>*?

Regardless of cause, an autoimmune pathogenesis
is favored based on the following observations: RP is
frequently associated with other autoimmune diseases in
the same patient, glucocorticosteroids and other immu-
nosuppressive therapies are effective for treatment, and
histopathologic findings include an infiltrate of CD4*
T lymphocytes with detection of immunoglobulins and
plasma cells in different lesions.” The detection of auto-
antibodies against collagen in the serum of patients with
RP further supports an autoimmune pathogenesis.> The
earliest identified autoantibodies in patients with RP
were against type II collagen. Subsequent studies have

FIGURE 2. Biopsy of the antihelix of the left ear revealed chronic
inflammatory perichondritis with mild to moderate fibrosis and
chronic lymphocytic inflammation at the dermal cartilaginous junction
(H&E, original magnification X20).
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identified autoantibodies against type IV and type XI
collagens as well as other cartilage-related proteins such
as matrilin 1" and cartilage oligomeric matrix proteins."
Although circulating antibodies to type II collagen are
present in a variable number of patients with the dis-
ease (30%-70%), levels likely correlate with disease
activity and are highest at times of acute inflammation.’
Additionally, titers of type II collagen antibodies have
been shown to decrease upon institution of immunosup-
pressive therapy.'®

Although a humoral response dominates the
picture of RE there also is an associated T cell-
mediated response.”® Histopathologically, biopsy of an
active lesion of auricular cartilage shows a mixed inflam-
matory infiltrate composed primarily of lymphocytes,
with variable numbers of polymorphonuclear cells,
monocytes, and plasma cells. Loss of basophilia of the
cartilage matrix can be observed, thought to be the result
of proteoglycan depletion.” Later, lesions classically
display apoptosis of chondrocytes, focal calcification,
or fibrosis.®

Diagnosis—Relapsing polychondritis acts classically
as an autoimmune disease with a variable presentation,
making diagnosis a challenge. Many sets of diagnostic
criteria have been proposed. The most referenced remains
the original criteria described by McAdam et al.'” In
2012, the Relapsing Polychondritis Disease Activity Index
modified criteria set forth by Michet et al'® and might
serve as the standard for diagnosis going forward.*

McAdam et al'” proposed that 3 of 6 clinical features
are necessary for diagnosis: bilateral auricular, chondritis,
nonerosive seronegative inflammatory polyarthritis, nasal
chondritis, ocular inflammation, respiratory tract chondri-
tis, and audiovestibular damage. Michet et al'® proposed
that 1 of 2 conditions are necessary for diagnosis of RP:
(1) proven inflammation in 2 of 3 of the auricular, nasal,
or laryngotracheal cartilages;ror (2) proven inflammation
in 1 of 3 of the auricular, (nasal, or laryngotracheal carti-
lages, plus 2 other signs, including ocular inflammation,
vestibular dysfunction, seronegative inflammatory arthri-
tis, and hearing loss.

These criteria were proposed originally in 1976' and
modified in 1986.% No further updates have been offered
since then. As such, serologic findings, such as antibodies
against type II collagen, are not included in the diagnostic
criteria. Additionally, these antibodies are not specific for
RP and can be seen in other conditions such as rheuma-
toid arthritis.”

More recently, imaging analysis has been employed in
conjunction with clinical and serologic data to diagnose
the disease and evaluate its severity. The use of imaging
modalities for these purposes is most beneficial in patients
with notable disease and respiratory involvement.?'

Although the clinical picture is typified by the classic
findings described above, the clinician must be aware of
more subtle clues to diagnosis,'’ which is of particular
importance to the dermatologist because 35% of patients
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with RP alone will have skin manifestations that can pre-
cede onset of chondritis."” Most commonly, dermatologic
manifestations are nonspecific and can include nodules
on the limbs, purpura, and urticarial lesions.?* Individual
case reports have noted the coexistence of RP with ery-
thema multiforme,’® erythema annulare centrifugum,®
pyoderma gangrenosum,? and panniculitis,'”® among
other disorders.

Treatment—Standardized guidelines for treatment do
not exist. Treatments should be chosen based on severity
of disease. Mild disease, presenting with recurrent chon-
dritis and arthritis without evidence of systemic involve-
ment, can be treated with nonsteroidal anti-inflammatory
drugs, dapsone, or colchicine. Refractory disease often
requires high-dose systemic corticosteroids.?

Severe systemic involvement leads to increased
mortality and warrants more aggressive treatment.”
Commonly used agentswinclude the immunosuppres-
sants cyclophosphamide, cyclosporine, and methotrexate.
Tumor necrosis factor o inhibitors have been the most
widely utilized dmmunomodulatory agent for treatment
of RP>? Abatacept and rituximab also have been used
with variable efficacy in patients with severe disease.
Recently, the IL-6 receptor blocker tocilizumab has been
used with some success.”

Prognosis—The prognosis for patients with RP largely
depends on the severity of disease and degree of internal
involvement. With improved management, largely due to
awareness and recognition of disease, the survival rate
among RP patients has increased from 55% at 10 years
to 94% at the end of 8 years."” The main cause of death
in RP patients is airway complications related to laryngo-
tracheal involvement.'” The second most common cause
of death is cardiovascular complications in which valvular
disease predominates.’

Concomitant Illness—Thirty-five percent of RP patients
have coexisting autoimmune disease, the most common
being antineutrophil cytoplasmic antibody-associated
vasculitis.>* Although this association with autoimmune
disease is well described, reports of RP occurring in
other states of immune dysfunction are sparse. One
case of RP has been reported in a child with common
variable immunodeficiency thought to be related to
underlying abnormal immune regulation and immuno-
deficiency.” Relapsing polychondritis has been described
in 4 patients with HIV, 2 of whom had concomitant auto-
immune disease.””

Human immunodeficiency virus infection is a
well-established cause of immune dysregulation and
has variable association with autoimmunity. This vari-
ability depends largely on the stage of infection. When
divided into stages, autoimmune diseases develop pre-
dominantly in stage I, during acute infection with an
intact immune system; in stage III, with immunosuppres-
sion, a low CD4 count, and development of AIDS; and
in stage IV, when the immune system is restored with
the institution of highly active antiretroviral therapy.®
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The interplay between HIV infection and development
of autoimmune disease is complex, and pathogenesis
remains speculative.

Conclusion

Our patient represents a case of RP in an HIV-positive
patient. Additionally, our patient had no other identifi-
able autoimmune conditions but did have a strong family
history of them. It is important for providers to be aware
of the potential for development of RP as well as other
autoimmune disease in the setting of HIV infection. The
implications of a missed diagnosis could be dire because
the disease course of RP is progressive and has the poten-
tial to decrease survival.
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