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ABSTRACT

Remitting seronegative symmetrical synovitis with pitting oedema (RS3PE) is a rare syndrome that affects the elderly. Although the
aetiology is not fully understood, it has been related to multiple diseases including cancer. We present the case of an 80-year-old man with
a full spectrum of signs and symptoms compatible with RS3PE: sudden onset of bilateral polyarthralgia of the metacarpophalangeal and
proximal interphalangeal joints, oedema of the dorsum of the hands, increased inflammatory markers and seronegative rheumatoid factor.
After a 5-day course of corticotherapy, the patient became asymptomatic although maintaining a mild anaemia. During a search for the
underlying cause of the RS3PE, an early stage adenocarcinoma of the caecum was diagnosed and surgically removed. No further treatment
was performed and after 3 years of follow-up the patient remains without evidence of either paraneoplastic RS3PE or cancer.

LEARNING POINTS

e RS3PE3isarareinflammatory syndrome characterized by symmetrical distal synovitis and pitting oedema over the dorsum of the hands
and/or feet and seronegative rheumatoid factor.

e The pathogenesis has not been fully explained although it has been described with multiple diseases including as a paraneoplastic
syndrome.

e Our clinical awareness led to prompt diagnosis of an early stage and curable adenocarcinoma of the caecum.
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CASE PRESENTATION

In August 2015 an 80-year-old man, previously Eastern Cooperative Oncology Group Performance Status O, was admitted to our institution
with acute onset of bilateral polyarthralgia of the metacarpophalangeal and proximal interphalangeal joints as well as oedema of the dorsum
of the hands. He rated the continuous pain as 6/10 (on a numeric scale) and pain exacerbations with movement as 8/10. The pain was
limiting his daily activities and had not responded to a previous 5-day course of celecoxib. Concomitantly, the patient also referred asthenia
and anorexia without significant weight loss. There was a medical history of hypertension controlled with lisinopril 20 mg daily. Physical
examination showed the patient was haemodynamically stable, eupnoeic and afebrile. There was bilateral pitting oedema of the dorsum
of the hands (Fig. 1). The patient also had swelling, tenderness and decreased range of motion of the joints of the hand, wrists, elbows,
shoulders, knees and ankles. The remainder of the physical examination was unremarkable.
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METHODS AND PROCEDURES

Laboratory findings showed normocytic normochromic anaemia (haemoglobin 11 g/dl), an increased erythrocyte sedimentation rate (ESR
77 mm/h) and a raised C-reactive protein (CRP 9.12 g/dl). Serum autoantibodies (antimitochondrial, antinuclear, extractable nuclear antigen
antibodies, antineutrophil cytoplasmic, anti-smooth muscle) and rheumatoid factor were negative. Urine and blood cultures were negative.
Ultrasound and x-ray (Fig. 2) of the patient’s hands demonstrated soft tissue swelling and extensor tenosynovitis without bone erosions.

Figure 1. Soft tissue swelling and pitting oedema of the hands Figure 2. Plain x-ray of both hands

The clinical diagnosis of RS3PE was suggested and the patient was prescribed prednisolone 15 mg daily. All previous signs and symptoms
resolved after 1 week. Haemoglobin values remained at 11 g/dl, but the ESR and CRP normalized to 5 mm/h and 0.27 mg/dl, respectively.
In order to exclude an underlying malignancy, a chest abdomen pelvis (CAP) computed tomography (CT) scan was performed and revealed
a mass in the caecum measuring 29x19x32 mm (posteroanteriorxtransversalxlongitudinal axis) and a contiguous 7 mm lymph node with
high contrast enhancement, but no other anatomical changes (Fig. 3). Colonoscopy confirmed a vegetant mass in the caecum encompassing
the ileocaecal valve. Biopsy of the mass revealed a low-grade adenocarcinoma. Serological levels of carcinoembryonic antigen were normal
(1.8 ng/ml).

In September 2015 the patient underwent a laparoscopic right hemicolectomy (prednisolone was tapered until surgery). Histopathological
examination of the surgical specimen confirmed a low-grade adenocarcinoma with extension to the muscularis propria and lymphovascular
invasion. The resection margins were clear, and 12 mesocolic lymph nodes were excised without metastasis (pT2NO). Therefore, as this was
an early stage cancer no further treatment was given and the patient did not resume corticotherapy.

After 3 years of follow-up there was no evidence of neoplastic relapse (Fig. 4) or RS3PE syndrome.

‘ —
Figure 3. CAP-CT, August 2015: (A) tumour of the caecum; (B) lymph node Figure 4. CAP-CT, September 2018: (A) colon; (B) metallic suture; (C) ileum
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DISCUSSION

Multiple subtypes of RS3PE have been described including autoimmune diseases, medication-induced syndrome as well as idiopathic forms.
An association with haematological and solid tumours has also been reported, but in clinical practice such an occurrence is rarel*2.

The mechanisms underlying RS3PE are not fully understood. The condition has been associated with elevated levels of vascular endothelial
growth factor (VEGF) which explains the synovial inflammation and vascular permeability®.

The literature describes the presence of constitutional symptoms and diminished response to low-dose corticotherapy as specific
characteristics related to paraneoplastic RS3PE syndrome!®. In our patient, the systemic symptoms were present but the patient had a
complete response to corticotherapy. The absence of RS3PE3 relapse after surgical extraction of the tumour despite the suspension of
corticotherapy suggests the tumour played a major role in the aetiopathogenesis of the syndrome. A similar response to surgical resection
of the tumour or to chemotherapy has been reported in other cases 54,

In conclusion, this case report shows that acute clinical awareness is mandatory in treating elderly patients with RS3PE syndrome since
this could be an opportunity to diagnose cancer at an early, curable stage. Further research should explore whether or not cancer screening
should be systematically performed in these patients.
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