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Abstract

Some case reports and series presumed a link between malignancy
and relapsing polychondritis. The most frequent described
neoplasms have been hematological disorders especially
myelodysplastic syndromes. Less commonly have also been
reported solid neoplasms as colorectal cancer like our patient. We
suggest that patients with RP should be monitored more carefully
even in remission for early detection of cancer.

Introduction

Relapsing polychondritis (RP) is an uncommon systemic disease
which is characterized by recurrent inflammation of cartilaginous
tissues, including the ears, nose, laryngotracheobronchial tree, and
peripheral joints. Evidence for a significant RP-cancer association
is uncommon [1]. Some case reports and series presumed a link
between malignancy and RP. About 85 cases of RP associated with
malignancies have been reported in the literature [2].

The most frequent described neoplasms have been hematological
disorders especially myelodysplastic syndromes [1]. Less commonly
solid neoplasms have also been reported [2]. Although it has been
noted that RP may occur with colic cancer, colorectal cancer
associated with RP remains scarce.

We present a patient with chronic RP that developed acolorectal
cancer 12 years later and we reviewed all cases reported in literature.

Case Report

A 56-year-old man was admitted in June 2012 to our
department of Internal Medicine complaining of progressive
weakness and dyspnae for about 3 weeks. His medical history
was noteworthy of recurrent uveitis. He had hoarseness and
intermittent breathlessness for greater than 9 years. At that time,
there were no fever, night sweating. He was admitted repeatedly in
the department of Otorhinolaryngology. A bronchoscopy showed
a subglottic stenosis. The patient experienced further dyspnea, so
emergency tracheostomy was performed.

The patient was treated with inhaled corticosteroids and beta-
agonists for bronchial asthma, without a significant improvement
thereafter. He reported recurrent swelling and tenderness of both ears.

On admission to our department, physical examination revealed
thickening of both external ears with erythema of the auricles with
a saddle-nose. Fine rales over both lower lung fields were heard.
Ophtalmological examination revealed bilateral anterior uveitis.

Computed tomography of the chest disclosed stenosis of the
trachea, swelling of cartilages and bilateral main bronchus (Figure 1).

All the laboratory data was with the normal range. Antinuclear
antibody was negative. Auricle biopsy showed a lymphocytic
infiltration around the blood vessels, which is compatible with
RP. Given that our patient has recurrent chondritis of auricles,
nasal cartilage and the upper respiratory tract, recurrent uveitis,
the diagnosis of RP was made and the patient was treated with
Prednisone: 30 mg/day for 3 weeks and the dose of prednisone was
tapered with no relapse.

He was admitted 3 years after for acute rectal bleeding. The pulse
rate was 110 per minute, and his blood pressure was 110/70 mmHg.
He stated that he lost 10 Kg in weight 2 months before. Besides, he
complained oflower abdominal pain and bloody diarrhea.Laboratory
studies revealed anemia at 6.9 g/dl, the leukocyte count: 5690/mm?,
the platelets count: 423000/mm?®. Serum electrolytes, creatinine and
liver tests were with the normal range. The stool culture was negative.

Tumor markers were checked: PSA were normal but he had
marked elevation of CEA, CA19-9 markers of up to 325 ng/ml. The
patient was transfused. Abdominal computed tomography revealed
a thickness of the descending colon wall, a liver mass on the right
lobe and a necrotic adenopathy (Figure 2). Colonoscopy revealed an
ulcer formation and bleeding from the sigmoid colon. Colic tumor
specimen showed undifferentiated adenocarcinoma. An extended
right colectomy was performed. A subsequent chemotherapy was
administrated. He was discharged and still receiving Prednisone: 10
mg/day without flare-up of RP.

Discussion

RP is a rare recurrent inflammatory diseasethat affects
cartilaginous tissue, especially the ear, nose and tracheobronchial
cartilage [1,3].

Our patient, having recurrent chondritis and chronic uveitis
fulfilled the diagnosis criteria of Michet [1] in the absence of evidence
of other disease.
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Figure 1: Stenosis of the trachea, swelling of cartilages and bilateral main bronchus.

Figure 2: Huge thickness of the descending colon wall, multiple liver masses on the right lobe and a necrotic adenopathy.

Many associated autoimmune diseases, connective tissue
diseases, vasculitis and hematologic disorders have been described in
one third of patients [1]. Less frequently, RP has been associated with
solid neoplasms [2].

It is interesting that RP has a significant association with
malignancy. Our review of the recent literature showed that this
association is not uncommon. Table 1 summarizes 87 cases of
malignancy associated with RP in patients previously reported in
literature. Most instances occur, in man at the age of 30-year-old
[26-79 years] (Table 1). The most cases concluded that there is an
increased relative risk of malignancy in RP with old age, like our
patient. The cases largely occurred in men with a male/female ratio
was 4.5 [details available only for 46 cases].

The diagnosis of neoplasm was often established after RP in 10
cases with a mean duration of 30 months (2 months-11 year)], before
RP with a preceding term of 18 months (3 weeks-36 months). RP and
cancer occurred at the same time in 8 cases. The disease was active in
12 cases (Table 1).

This review of the literature reveals that the most frequent
associated neoplasmsare the hematological disorders, mainly the
myelodysplastic syndrome (MS) (Table 1). About 58 cases were
recorded in the literature (Table 1). In fact, Michet, et al. [4] described
112 cases of RP, amongst whom 3 patients developed MS. In addition,
Diebold, et al. [5] reported 3 cases among 19 with MS associated with
RP. Moreover, Frances, et al. [6] studied 200 cases of RP and reported
22 associated MS. The rate was else high in the series of Hebbar, et al.:
28% of RP patients presented with MS [7].

Other hematological malignancies have been reported in
association with RP: leukemia has been found 11 cases [4,8-10], non-
Hodgkin lymphoma in 6 cases [8,11-14], multiple myeloma [6,15,16],
myeloproliferative disorders and Hodgkin disease [14,17,18] in
respectively 3, 3 and 2 cases (Table 1).

Less commonly, cancer-related RP has been observed in patients
with solid tumors. The association of colic cancer with RP is rather
uncommon and detected previously in 3 patients [19,20]. Gning
SB, et al. [21] recorded only one case of rectal cancer with RP in a
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Table 1: Review of cancer associated with RP.

Case Year Number Age of PCA Site of malignancy Other associated disorders Term cancer PCA activity
onset onset
(years)
Michet CJ, et al. [4] 1986 9 - Colic adenocarcinoma - - -
Myelodysplastic syndrome
- Acute myelogenous leukemia - - -
Chronic myelogenous leukemia
Myeloproliferative disorder
- Breast cancer
- Lung cancer
Diebold L, et al. [5] 1995 3 56/- Myelodysplastic syndrome - 1 year after -
Frances C, et al. [6] 2001 22 18M/4F Myelodysplastic syndrome ‘Sweet syndrome, vasculitis, - -
mean thrombosis, panniculits,
age:63 IgA myeloma dermatomyositis
2 1M/1F “Urticarial papules
Mean age:
61
Hebbar M, et al. [7] 1995 |5 - Myelodysplastic syndrome - - -
Arlet P, et al. [8] 1989 |3 - Myelodysplastic syndrome - - -
Non-Hodgkin’s lymphoma
- Chronic myelogenous leukemia
Mongin M, et al. [9] 1988 11 - Myelodysplastic syndrome - - -
Chronic myelogenous leukemia
1 - Myeloproliferative disorder
Unknown primary adenocarcinoma
Lung cancer
Hamidou MA, et al. [10] 2000 2 -/- Myelodysplastic syndrome - - -
Chronic lymphocytic leukemia
Hedayati H, et al. [11] 1993 1 63/M Non-Hodgkin's lymphoma Pyoderma gangrenosum Concomitant -
Lichauco JJ, et al. [12] 2000 1 41/F Orbital MALT-Type lymphoma - 11 years after  Active disease
Yanagi T, et al. [13] 2007 1 60/F Splenic lymphoma Nonspecific colitis 3 years before
Krikorian JG, et al. [14] 1997 1 41/M Hodgkin’s disease Hypothyroidism 21 years before Remission
Acute
erythroleukemia
Hall R, et al. [15] 2000 1 72/M Smouldering non-secretory - 5 months before |Active disease
myeloma, myelodysplastic
syndrome
Morell S, et al. [16] 2002 1 72IM Multiple myeloma Centrifugal annular erythema |1 year before -
Miller SB, et al. [17] 1974 1 - Hodgkin's disease - - -
Zeuner M, et al. [18] 1997 1 -/- Myeloproliferative disorder - - -
Jouanique C, et al. [19] 1989 1 - Colic adenocarcinoma - - -
Malignant fibrohistiocytoma
Vocal cords
Quinsat D, et al. [20] 1989 2 - Colic cancer - - -
Gning SB, et al. [21] 2001 1 30/F Rectum adenocarcinoma Musculo- 5 years after Remission
aponeurotic fibromatosis
Horai Y, et al. [22] 2011 1 72/M Lung adenocarcinoma Auricular 3 months after | Active
cartilage infiltration of
immunoglobulin G4-positive
plasma cells
Odkuist L [23] 1970 1 80/M Pancreas cancer - 6 months after  Remission
1 72/IM Prostatic cancer 4 years after Remission
Manghani MK, et al. [24] 2004 1 26/M Kaposi’s sarcoma - 3 months after | Active disease
Fransen HR, et al. [25] 1995 1 - Chondrosarcoma - - -
Astudillo L, et al. [26] 2004 1 77IM Urothelial carcinoma Sweet’s syndrome 2 years before |-
Washio K, et al. [27] 2011 1 55/M Myelodysplastic syndrome Sweet’s syndrome 6 months after | Active disease
Kawakami T, et al. [28] 2008 1 81/M Myelodysplastic syndrome Sweet’s syndrome Concomitant Active
Acute myelogenous leukaemia bronchiolitis obliterans
organizing pneumonia
Diamantino F, et al. [29] 2011 1 79/M Myelodysplastic syndrome Sweet’s syndrome 15 months after |Remission
Castrejon |, et al. [30] 2007 1 67/M Lymphoplasmocytic Lymphoma Erythema Nodosum Concomitant Active
Labarthe MP, et al. [31] 1997 1 -IM Prostatic adenocarcinoma - - -
Calistru AM, et al. [32] 2011 1 71M Myelodysplastic syndrome Sweet’s syndrome 3 years before -
Bochtler T, et al. [33] 2005 60/M chronic lymphocytic leukaemia - Concomitant -
Van Besien K, et al. [34] 1992 1 - Myelodysplastic syndrome - Concomitant Active
Myers B, et al. [35] 2000 2 82/M Myelodysplastic syndrome - 8 months after | Active disease
59/M 2 months after
McAdam LP, et al. [38] 1976 1/23 - Myelomonocytic leukemia - - -
Shirota T, et al. [39] 1993 1 - Myelodysplastic syndrome - Concomitant Active
Chronic myelomonocytic leukemia
Lavabre-Bertrand T, et al. [40] 1993 |1 Chronic myelomonocytic leukemia - Concomitant Active
Magro CM, et al. [41] 1997 - - Cutaneous lymphoma - - -
Berthier S, et al. [42] 2001 1 - Myelodysplastic syndrome - - -
Banerjee SS, et al. [43] 2001 1 65/M Myelodysplastic syndrome - 1 year before
Sterpu R, et al. [44] 2011 1 72/M Kaposi sarcoma - 4 years after Remission
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30-year-old woman. No special associated features were recorded. It
was detected in our patient 12 years later and complete remission was
maintained until diagnosis of neoplasm. Our patient had extensive
disease with liver and lymph node metastases.

Lung cancerhas been also described in 3 cases [4,9,22] (Table 1).
Similar tumours in the breast, vocal cords, prostate [23], Kaposi
sarcoma [24], soft-tissue sarcoma [25], malignant fibrohistiocytoma
and urothelial carcinoma [26] have also been recorded in few cases
(Table 1).

Cutaneous features have been described in 35-50% of RP
patients [1]. Sweet’s syndrome was associated with RP in at least
27 cases (Table 1): the most common associated neoplasm was
MS [3,27-29]. Some authors presumed that Sweet’s syndrome in
patients with RP may initiate MS development [27,28]. Moreover,
a variety of skin lesions occurred in malignancy-associated
RP:dermatomyositis in one case [6], pyoderma gangrenosum has
been described in one case [11], centrifugal annular erythema in one
case [16] and erythema nodosa in another case [30]. Other associated
conditions such as musculo-aponeurotic fibromatosis, bronchiolitis
obliterans organizing pneumonia, hypothyroidism, auricular
cartilage infiltration of immunoglobulin G4-positive plasma cells
and thrombosis were mentioned in different cases (Table 1). Thereby,
associated cutaneous lesions may be a potential predictor to further
malignancy in RP patients. Our patient did not present any cutaneous
manifestation.

The association of malignancy with RP does not appear
incidental. There is probably a common trigger that links the two
diseases. The autoimmune basis is more and more raised, but it part
in the pathogenesis of paraneoplastic RP has not yet been obvious
[13,31-34]. Of note, treatment may induce remission of the two
diseases. Many authors suggest that the RP and cancer may be
induced by a T-cell defect [3,32,35,36]. Hall R, et al. suggest that
MS dendritic cells are activated and may lead to B-cell hyperplasia
with abnormal antibodies production, and probable genetic error
inducing neoplasm [15]. This mechanism may be sustained with the
substantial associated cutaneous diseases. It is also well known that
the development of RP is strongly associated with human leucocyte
antigen HLA-DR4 [3,35,36]. A link between HLA antigen variants and
development of colorectal cancer [37] and hematological disorders
[2] was established. In addition, the inflammation of colorectal
stroma and connective tissue may be the main substratum of the 2
diseases [21]. Furthermore, it is possible that the interaction between
immunosuppressive drugs and T-cells could lead to the development
of neoplastic disorders [24]. Our review of the literature showed that
the RP were mostly treated with only steroid therapy, associated
in few 4 cases with Cyclophosphamide in 3 cases, Azathioprin in 2
cases and Methotrexate in other 2 cases, Cyclosporin A in 2 cases and
Chlorambucil in 1 case (Table 1). Our patient was treated at diagnosis
of CC with only Prednisone: 10 mg/day. These results may move
apart the part of immunosuppressive therapy in its pathogenesis.

Until RP may be associated with ulcerative colitis and Crohn
disease in few reports [1,3], we might search colorectal cancer.
Nevertheless, our review showed only one case associated with
nonspecific colitis [13], unlike our case.

Given the missing data, 11 patients died and no relapse ofRP
occurred in 7 cases. The most reason of death was infection (Table 1). The
disease tended to show improvement with therapy of the malignancy.
Surgical resection was accomplished in our patient with no relapse
of RP.

We suggest that patients with RP should be screened for occult
cancer, including a thorough history and physical examination,
laboratory and radiological investigations. The patients with RP
should be monitored more carefully even in remission for early
detection of cancer.
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