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Castleman's disease in two patients with spondyloarthritis treated by Tumor Necrosis Factor-alpha antagonists
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Castleman's disease is a rare lymphoproliferative syndrome involving several anatomical and clinical entities.

We report two cases of Castleman's disease in patients with spondyloarthritis (with and without psoriasis) treated with Tumor Necrosis Factor-alpha blockers.

During follow-up, imaging examinations, carried out for disease assessment, fortuitously revealed a pelvic mass close to the psoas or an atypical cervical adenopathy. Both lesions were in moderate hypermetabolism on Positron emission tomography-computed tomography.

After surgical excision and histological analysis, Castleman's disease was diagnosed without signs of malignancy. To the best of our knowledge, these are the first cases of Castleman's disease diagnosed in a context of spondyloarthritis treated with Tumor Necrosis Factor-alpha blockers.

The relationship between these two pathologies and the link with Tumor Necrosis Factoralpha blockers agents has not been explored in the literature until now.

Introduction

Castleman's disease is a rare and benign lymphoproliferative disease with several clinical and histological presentations [START_REF] Wong | Unicentric Castleman Disease[END_REF][START_REF] Wu | Pathology of Castleman Disease[END_REF][START_REF] Liu | Idiopathic multicentric Castleman's disease: a systematic literature review[END_REF]. We report two cases of unicentric Castleman's disease (CD) in patients treated with Tumor Necrosis Factor alpha-antagonist (TNFα-antagonist) for spondyloarthritis with or without psoriasis

Case Report

First Case

In 2009, a 32-year-old woman presented with an axial form of psoriatic arthritis resulting in inflammatory low back and buttock pain. After failure of 3 non-steroidal anti-inflammatory drugs (NSAIDs) used at optimal dose and duration, spondyloarthritis was treated successively with etanercept (discontinued due to side effects) and then with methotrexate/infliximab (5 mg/kg), which proved to be very effective over a 7-year follow-up. In January 2018, she presented inflammatory pain in the right groin, linked to hip arthritis and increased left iliolumbar pain causing insomnia. Pelvic Computed-Tomography (CT) showed a multilobar lesion measuring 59 millimeters in diameter in front of the left psoas muscle (Figure 1). Biopsy sample taken under radiological control revealed a normal architecture of B lymphocyte proliferation. Positron emission tomography coupled with CT (PET/CT) was also performed and found moderate hypermetabolism of the mass in contact with the left psoas.

The diagnostic uncertainty persisted despite all the examinations carried out, and surgical removal of the lesion was decided. Histological analysis showed lymphoid tissue with small, regressive follicles with atrophic germinal centers, penetrated radially by hyalinized capillaries, some of which were surrounded by lymphoid hyperplasia of the mantle area, concentrically arranged "in onion-skin ". The inter-follicular tissue was hyperplastic, richly vascularized and contained some plasma cells well demonstrated by anti-CD138 immunohistochemistry; there was normal distribution of the different lymphoid elements and negative Human Herpes virus -8 (HHV-8) labeling (Figure 2). These features were in favor of localized unicentric Castleman's disease [START_REF] Wong | Unicentric Castleman Disease[END_REF][START_REF] Wu | Pathology of Castleman Disease[END_REF][START_REF] Liu | Idiopathic multicentric Castleman's disease: a systematic literature review[END_REF]. After excision of the lesion, the pain was of lower intensity. Extensive hematological investigations were normal. The biologic agent was not reintroduced since the spondyloarthritis was less active, well-controlled using NSAIDs.

Second Case

In 2019, a 43-year-old woman with a history of autoimmune hypothyroidism presented with a perforated gastric ulcer. A thymectomy was done in 2011 for reactive follicular hyperplasia with no arguments for myasthenia or other autoimmune diseases. Since early 2013, this patient had an axial and peripheral form of spondyloarthritis resulting in polyarthralgia and inflammatory back pain associated with bilateral clinical sacroiliitis confirmed by Magnetic Resonance Imaging (MRI). Due to a contraindication to NSAIDs, she received consecutively 3 TNFα-antagonists, i.e., golimumab in 2014 and then etanercept in 2015 both withdrawn because of primary failure and partial efficacy/poor tolerance respectively and finally a combination with methotrexate/infliximab in 2016 leading to an efficacy estimated at 80%. In June 2017, after resumption of treatment following a two-month therapeutic break for hysterectomy, the efficacy was lower than previously observed.

After multidisciplinary meeting discussion, it was decided to reintroduce etanercept in January 2018 because it had been effective but in the form of a biosimilar to prevent side effects with the result that the symptoms improved by about 70%. Late 2018, incidental discovery on cervical MRI of a left lateral tracheal adenopathy of 13 mm diameter with progressive increase in size and moderate fixation on PET-CT led to surgical removal of this lesion.

Histological analysis of this tissue showed florid reactive follicular hyperplasia, with well preserved germinal centers. Some of the germinal centers are atrophic with an enlarged mantle area with, in places, have radially penetrating hyalinized capillaries. The interfollicular regions were richly vascularized without plasma cell overload. Immunohistochemistry showed homogeneous distribution of B and T populations without arguments for lymphomatous disease. There was no HHV-8 staining. Etanercept was maintained after the operation because this Castleman-like disease was unicentric and extensive hematologic explorations were negative.

Discussion

To our knowledge, we present herein the first two cases of Castleman's disease in spondyloarthritis treated with TNF blocker. The literature includes two cases of Castleman's disease in a context of spondyloarthritis [START_REF] Filippini | A Case of Spondyloarthritis in Patient Affected by Unicentric Castleman's Disease Effectively Managed with Surgery Resection and Tocilizumab Treatment[END_REF][START_REF] Wolf | Multicentric plasma cell variant Castleman's disease presenting with cutaneous vasculitis and pulmonary parenchymal involvement in a patient with ankylosing spondylitis: case report and review of the literature[END_REF]. The first concerns the discovery of symptomatic multicentric Castleman's disease in a 66-year-old patient with axial spondyloarthritis treated with NSAIDs for many years. The second case is of a 38-year-old woman with peripheral spondyloarthritis followed for unicentric Castleman's disease treated by surgical excision.

Another case of a rheumatoid arthritis-like disorder has been described in a patient with multicentric Castleman's disease; the pathophysiological hypothesis is an aberrant activation of T cells [START_REF] Otsuka | Rheumatoid arthritis-like active synovitis with T-cell activation in a case of idiopathic multicentric Castleman disease: A case report[END_REF]. 

Figure 1 :

 1 Figure 1: Pelvic Computed-Tomography (CT) demonstrates a multilobar lesion (arrows) measuring 59 millimeters in diameter in front of the left psoas muscle. (a) Axial plane. (b) Coronal plane.

Figure 2 :

 2 Figure 2 : histopathological section of the lesion in front of the psoas (hematoxylin and eosin, original magnification x 200). (a) Hyalinized capillaries radially penetrating the germ centres. Note the hyperplastic, richly vascularized inter-follicular tissue. (b) Lymphoid tissue with small, atretic germinal centers, some of which are encircled by hyperplasia of the mantle area, arranged concentrically "like an onion-skin." a b

  

Although the cases presented in the literature do not suggest that biologic Drug Modifying Rheumatologic Disease (bDMARD) are responsible for the onset of Castleman's disease, this cannot be ruled out, which encourages the use of another class of bDMARD potentially active on both entities [START_REF] Van Rhee | International, evidence-based consensus treatment guidelines for idiopathic multicentric Castleman disease[END_REF][START_REF] Abid | Is tocilizumab a potential therapeutic option for refractory unicentric Castleman disease?[END_REF].

Nevertheless, since Castleman's disease was unicentric in both cases, without systemic involvement, maintenance of ongoing bDMARD was proposed in one of them. In addition, the cases reported in the literature and in this article may raise the question of a link between Castleman's disease and inflammatory rheumatologic diseases such as spondyloarthritis.
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