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          Relapsing Polychondritis      EPIDEMIOLOGY  The incidence of relapsing polychondritis (RP) has been estimated to be 3.5 per 1 million inRochester, Minnesota.1 The peak age for disease onset is the fifth decade; however,development of the disease may occur in young children and in the elderly.2Although most cases have been reported in Caucasians, there is no evidence supporting a rolefor ethnic or geographic factors.   ETIOLOGY AND PATHOGENESIS  Several lines of evidence have been accumulated that suggested the role of autoimmunity inRP. More than 30 percent of patients have an associated disease, mainly of autoimmune origin.  The role of the humoral immune response was based on the presence of antibodies to collagentype II in the acute phase of RP. Antibody titers seemed to correlate with the severity ofsymptoms. Other antibodies were also detected in patients with RP: antibodies to type IX andtype XI collagen, minor collagens which represent 5 percent to 10 percent of cartilagecollagens, antibodies to matrilin-1, an extracellular matrix protein, predominantly expressed inupper respiratory tract cartilage; and antibodies to cartilage oligomeric matrix protein, anothercartilage protein. Several animal models have been described in which immunization with thesevarious cartilage proteins induced a variety of chondritis manifestations that mimic those seen inpatients. A role for immune complexes and subsequent activation of the complement system issuggested by examination of tissue lesions, which usually shows the presence of granulardeposits of immunoglobulins and the C3 component of complement associated with CD4+lymphocytes and plasma cells. A role for T cells in RP pathogenesis, although less well studied,has also been demonstrated in patients and in animal models with specificity against the samecartilage proteins. T-cell clones isolated from a RP patient were found to be specific for apeptide corresponding to residues 261 to 273 of the type II collagen and were restricted toeither the DRBI*0101 or the DRBI*0401 allele.5A significant near twofold increase in DR4 antigen frequency was found in RP patients ascompared to that in healthy controls, but the genotyping of DR-4 positive patients and controlsdid not show predominance of any DR4 sub-type. Genetic susceptibility was also confirmed byanimal models.                              ▪ CLINICAL FINDINGS  Disease onset is usually sudden with characteristic chondritis, with arthritis or ocularinflammation occurring less frequently. Non-specific initial symptoms, such as fever or weightloss, are rare.  Attacks of chondritis usually occur in a relapsing and remitting pattern. Inflammatory episodesgenerally last a few days or weeks and may subside spontaneously or with treatment;recurrences after weeks or months occur and subsequently result in cartilage destruction.Auricular chondritis is the most frequent sign, occurring in 85 percent of patients, causing pain,redness, and swelling of the cartilaginous portion of the pinna, sparing the non-cartilaginouslobe . Biopsy of the auricular cartilage is not needed to make a correct diagnosis. After severalattacks, the pinna may become soft and floppy, looking like a cauliflower ; sometimes it is stiffdue to calcifications. Nasal chondritis (65 percent) is less inflammatory, presenting with nasalpain, stuffiness, rhinorrhea, and, sometimes, epistaxis. The characteristic saddle-nose deformity may appear with or without previous clinical inflammatory episodes.  OTHER ORGAN INVOLVEMENT  Respiratory tract chondritis, though uncommon at presentation, occurs in up to 50 percent ofpatients, and may be lethal. The respiratory involvement results in complaints of hoarseness,nonproductive persistent cough, dyspnea, and wheezing. Complications include     upper airway collapse, obstructive respiratory insufficiency, and secondary infections.Costochondritis (35 percent) causes parietal pains that may also compromise respiration.  Joint pain is a common presenting feature in RP (30 percent). Large and small joints of theperipheral or axial skeleton may be affected (> 70 percent). Arthritis is intermittent, migratory,asymmetric, seronegative, and usually nonerosive.  Nearly 60 percent of patients develop ocular inflammation. Episcleritis and scleritis  are themost common manifestations, followed by keratoconjunctivitis sicca, iritis, retinopathy, keratitis.Rarely corneal perforation, retinal vasculitis, and optic neuritis lead to blindness.  Conductive hearing loss is secondary to stenosis of the external auditory canal, eustachian tubechondritis, or serous otitis media, while perception hearing loss may occur as a consequence ofsensorineural involvement. Symptoms of vestibular dysfunction, such as dizziness, ataxia,nausea, and vomiting, are usually acute and improve with time.  The spectrum of cardiovascular manifestations is wide, including different cardiac tissues (aorticand/or mitral regurgitation, impairment of the conduction system, pericarditis) and all types ofvessels (thoracic and abdominal aortitis leading to aneurysms, Takayasu-like aortic archsyndrome, medium and large vessels vasculitis, leukocytoclastic vasculitis, thrombophlebitis).Lesions are inflammatory and/or thrombotic. Some, but not all, thrombotic manifestations havebeen linked to anti-phospholipid syndrome. Large vessel vasculitis tends to occur after severalyears of smoldering and often, occult disease, despite immunosuppressive therapy.  Dermatologic manifestations are sometimes the presenting feature of RP (12 percent), andultimately become apparent in more than one-third of patients.6 They are non-specific includingnodules on the limbs , purpura , oral or complex aphthosis , papules, sterile pustules ,superficial phlebitis, livedo reticularis, ulcerations on the limbs, and distal necrosis . Theyappear concomitantly or in the absence of attacks of chondritis. Pathologic features includeinflammatory or thrombotic vascular lesions, neutrophil infiltrates as in neutrophilic dermatoses,and inflammation of the dermis or subcutis. Patients with and without dermatologicmanifestations have similar clinical manifestations of RP. However, the frequency ofdermatologic manifestations (> 90 percent), age of onset of chondritis, and male-female ratioseems higher when RP is associated with myelodysplasia.   LABORATORY FINDINGS  Histopathology  Histopathology of affected cartilage shows perichondrial inflammation and the loss of the normalcartilaginous basophilia.  Other Laboratory Tests  Laboratory findings in RP are non-specific, consistent with acute or chronic inflammation.Urinalysis may be abnormal in the presence of renal involvement (mesangial expansion,immunoglobulin A nephropathy, tubulointerstitial nephritis, or necrotizing glomerulonephritis).  Pulmonary function tests, including inspiratory and expiratory flow volume curves, should beperformed systematically to detect occult pulmonary involvement, which may be confirmed bycomputed tomography of the respiratory tract. Three-dimensional or spiral magnetic resonanceimaging may provide better resolution. Although not routinely available, autoantibodies to typeII, IX, and XI collagen and to matrilin I can be found in patients with RP. Urinary type II collagenneoepitope measurement may be a useful tool to follow the evolution of disease.7  Box 160-1 Empirical Diagnostic Criteriaa        -  ·         Bilateral auricular chondritis      -  ·         Non-erosive seronegative inflammatory polyarthritis      -  ·         Nasal chondritis      -  ·         Ocular inflammation      -  ·         Respiratory chondritis      -  ·         Audiovestibular damage      ▪ PROGNOSIS AND CLINICAL COURSE  The clinical course of RP is progressive with intermittent flares. The number of different organsinvolved, the severity of involvement, and the response to treatment are unpredictable.Common causes of death are respiratory or cardiovascular complications and secondaryinfections. Patients have an increased risk of developing lethal myelodysplastic malignancies.  TREATMENT    Because of the highly variable course of RP, individualized therapy is the key to optimummanagement. General therapeutic guidelines are based on retrospective analyses of series ofpatients or isolated case reports. Nonsteroidal anti-inflammatory drugs, colchicine, or dapsonemay be useful for patients with mild auricular or nasal chondritis, arthralgia, or mild arthritis.More serious manifestations   require oral corticosteroids in doses of 0.3 to 1.0 mg/kg of body weight according to the severityof disease. Pulse intravenous steroids are prescribed for acute airway obstruction, and/orbefore surgical intervention (tracheostomy, aortic aneurysm repair, cardiac valve replacement).Long-term corticosteroids decrease the frequency and severity of recurrences although it doesnot prevent vital organ involvement. Many kinds of immunosuppressants have been used withsome success as disease-modifying and steroid-sparing agents. Methotrexate, azathioprine,cyclophosphamide, and cyclosporine A are most commonly used. The beneficial effects of newbiologic therapies such as anti-CD4 monoclonal antibodies, antitumor necrosis factor agents,and of autologous stem cell transplantation have been reported in isolated cases. One child wassuccessfully treated with daily oral fetal bovine type II collagen.  Differential Diagnosis of Relapsing Polychondritis          AURICULAR CHONDRITIS  NASAL CHONDRITIS      ▪  Bacterial cellulitis  ▪  Sinusitis      ▪  Leishmaniasis  ▪  Infectious perichondritis      ▪  Leprosy  ▪  Wegener granulomatosis      ▪  Traumatisms (rugbyman, boxer)  ▪  Congenital syphilis      MAIN DISEASES ASSOCIATED WITH RELAPSING POLYCHONDRITIS AND/OR WITH CLINICALLY SIMILAR MANIFESTATIONS      ▪  Autoimmune diseases  ▪  Vasculitides         • Rheumatoid arthritis     • Leukocytoclastic         • Systemic lupus erythematosus     • Wegener granulomatosis         • Sjögren syndrome     • Polyarteritis nodosa         • Mixed connective tissue disease     • Microscopic polyangiitis         • Thyroid autoimmune disease     • Churg-Strauss syndrome         • Diabetes mellitus     • Behçet disease      ▪  Hematologic disorders     • MAGIC syndrome         • Myelodysplastic syndromes     • Takayasu arteritis         • Immunoglobulin A myeloma  ▪  Intestinal diseases         • Others     • Crohn disease      ▪  Skin diseases     • Ulcerative colitis         • Vitiligo  ▪  Others         • Psoriasis     • Ankylosing spondylitis         • Alopecia areata     • Reiter syndrome         • Lichen planus            MAGIC = mouth and genital ulcers with inflamed cartilage.              
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