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CASE REPORT
A 13-year-old female child was admitted to the hospital with the 
complaints of pain and swelling in both knee joints for 18 months. 
She was unable to stand or walk without support. She had recurrent 
episodes of fever with swelling of hands and feet since last one year 
(which could probably be RA). She was treated with Non-Steroidal 
Anti-Inflammatory Drug (NSAID) for the last seven months, before being 
referred to us due to lack of any sign of improvement in joints swelling.

On examination, she had swelling and contracture of both knee joints 
with restricted movements, had mild ascites with parietal oedema and 
bilateral pedal oedema. Vital signs and other systemic examinations 
were within normal parameters. She belonged to a low socioeconomic 
family and had no other significant medical and family history.

Laboratory investigations showed anaemia (haemoglobin: 4.8 gm/
dL)  with an increased Erythrocyte Sedimentation Rate (ESR) of 90 
mm/ 1st hour. Antinuclear antibodies (ANA) HEp2 (Human Epithelial 
type 2) was positive; however, serum (complement) C3 (68 mg/dL) 
and serum albumin were low (0.84 g/dL). The urine protein was 6.3 mg/
gm and serum creatinine was 1.2 mg/dL. The patient was positive 
for RA factor and Direct Coombs Test (DCT). Ultrasonography (USG) 
abdomen showed bilateral enlarged echogenic kidneys, mild ascites 
and pleural effusion. Initially, on admission, she was managed with 
intravenous antibiotics, methyl prednisolone, analgesics, albumin, 
fresh frozen plasma and packed red blood cells.

In view of the nephrotic range proteinuria, hypertension and 
hypocomplementemia, renal biopsy was performed. It revealed, 
fibrinoid tuft necrosis, diffuse proliferative class IV lupus nephritis, 
a mild increase in tubulointerstitial chronicity [Table/Fig-1]. Immuno-
Fluorescence (IF) study showed full house (IgA 2+, IgG 3+, IgM2+, 
C3 2+, C1q 2+, kappa and lambda light chains 3+).

She was diagnosed with Rhupus and was started with Disease 
Modifying Anti-Rheumatic Drugs (DMARDs) hydroxychloroquine at 
a dose of 5 mg/Kg/day for RA, mycophenolate mofetil at a dose 
of 1000 mg/m2 body surface area, prednisolone at a dose of 1.5 
mg/Kg/day. To manage the cardiac and renal load, calcium channel 
blocker and diuretics, amlodipine and furosemide, respectively, 
were started.

Gradually, the pain and oedema subsided and the patient was 
discharged with the above medications to be continued. The dose of 
prednisolone was tapered to 1 mg/Kg/day after three months follow-
up, as there was improvement in oedema and swelling of joints.

DISCUSSION
The term Rhupus was first used in 1971 for patients who showed 
symptoms and laboratory parameters of both RA and SLE. Both the 
conditions are connective tissue disorders and in very rare cases 
they are seen together, hence it is difficult to comment whether they 
belong to a single disease or are two separate entities or are the 
articular manifestations of SLE [1]. According to few studies, Rhupus 
is considered to be an overlap disease [2,3]. Here, we presented 
such a rare case with clinical and laboratory findings suggestive of 
both RA and SLE along with renal manifestations.

Around 5-30% of cases of SLE have reported symptoms of overlap, 
of which, with RA it is seen in only 1% of cases [4,5]. Rhupus is such 
a rare disease in which the symptoms of SLE and RA overlap each 
other. The prevalence of this disease is only 0.09% [6] and was first 
named by Schur in 1971 [7]. However, it is still debated, whether 
Rhupus is a separate entity, or an overlap of SLE and RA or is an SLE 
with articular involvement. It is manifested as deforming and erosive 
polyarthritis along with symptoms of SLE and the presence of highly 
specific antibodies for SLE such as anti-dsDNA and anti-SM and 
for RA (ACPA) [8,9]. Rhupus is clinically characterised by erosive 
polyarthritis, rheumatoid nodules, malar rash, photosensitivity, 
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ABSTRACT
Rhupus syndrome is a rare condition of overlap of Rheumatoid Arthritis (RA) and Systemic Lupus Erythematosus (SLE) presenting 
with erosive polyarthritis and symptoms of SLE. It occasionally has renal involvement as its complication makes the diagnosis 
more difficult. Here the authors present a case of a 13-year-old female with severe arthritis, which gradually progressed into lupus 
nephritis with the presence of specific autoantibodies confirming the diagnosis of Rhupus. The child was managed with disease 
modifying anti-rheumatic drug (hydroxychloroquine), immunosuppressants (mycophenolate mofetil), steroid (prednisolone) and 
calcium channel blocker (amlodipine). Accurate diagnosis is the key for early detection since Rhupus is a very rare disorder with 
very limited reported cases.

[Table/Fig-1]: Light microscopy of renal histopathology.
Stained with H&E, PAS, MT and silver methenamine showed enlarged glomeruli with diffuse increases 
in mesangial matrix and cellularity, fibrinoid tuft necrosis (arrow mark), endocapillary cellularity and 
 diffuse thickening of capillaries suggestive of ISN/RPS 2018 Class IVLN
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aetiology for nephritic changes is unknown and it could be a result 
of renal damage due to NSAIDs for RA or damage caused due to 
the immunocomplex deposits in the renal system [15,16].

Rhupus is a rare condition and delay in diagnosis may cause 
deformities or other organ complications as in present case. 
Patient’s renal state was deteriorating and could have progressed 
to End Stage Renal Disease (ESRD) if not managed promptly.

CONCLUSION(S)
Rhupus is a rare syndrome which is yet to be completely explored. 
The radiological findings, presence of autoantibodies and response 
to therapy confirm that it is an overlap of RA and SLE. It is important 
to know its clinical and serological findings for early diagnosis and 
treatment to reduce the possible complications.
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alopecia and renal and neurological affections with the presence of 
certain autoantibodies [10].

Around 30-50% of patients with SLE might have renal disease like 
lupus nephritis. But very few case reports of Rhupus with renal 
involvement are documented in literature (based on PubMed/Google 
Scholar/hand searching, without language and time limit) [Table/Fig-2] 
[10-12]. Three studies have been published yet as per our knowledge, 
which have identified renal manifestations in presence of RA and 
SLE. It has even been postulated that patients with connective tissue 
disease might develop renal manifestations owing to the therapy 
administered for the disease such as penicillamine, NSAIDS, anti-
tumour necrosis factor drugs. Beck LH and Salant DJ has also 
confirmed this association, as discontinuation of these drugs caused 
improvement in proteinuria in all cases [13].

author
language of 
publication

description

Zhao XJ et al., 
[10]

Chinese
One female patient with cryoglobulinemia 
associated renal damage was described.

Li J et al., [11] English
A total of 22 patients (39.3%) with Rhupus 
Syndrome and SLE had renal disorders 
demonstrating significant correlation (p=0.002).

Benavente EP 
and Paira SO [12]

Spanish
Of the four patients with Rhupus, one patient 
had presented renal affection.

[Table/Fig-2]: Published cases of Rhupus syndrome overlapping with renal 
 complications.
Data was collected only from abstracts for articles other than English [10-12].

Overall Rhupus is seen to be reported more in females than male 
[14]. In the majority of the cases, the manifestation of RA are seen 
first followed by SLE, as was observed in present patient [5]. Even 
in a study by Li J et al., 83.9% cases of Rhupus had onset with 
RA [11]. Even in present patient, she started with manifestations of 
rheumatic fever followed by joint complaints which progressed and 
gradually wre overlapped with nephrotic complications. According 
to genetic studies; there is shared autoimmunity in the development 
of both RA and SLE [8].

Few authors have encountered renal involvement in cases of 
Rhupus presenting with lupus nephritis. [Table/Fig-2] summarises 
Rhupus syndrome overlapping with renal complications. The index 
patient developed RA at a younger age, hence it was important to 
examine such patients carefully to rule out any other associative 
disease. Initially, she was managed with analgesics and steroids for 
joint pains but the presence of autoantibodies confirmed Rhupus. 
The deranged renal parameters made renal biopsy mandatory 
which showed lupus nephritis thus assuring the diagnosis. Specific 
diagnostic tests are the key for a confirmed diagnosis of Rhupus. 
Since the number of cases is limited, even the most beneficial 
treatment regime is not standard. It is similar to the regimen followed 
for erosive arthropathy as in RA which comprises of methotrexate 
or DMARDs, corticosteroids and immunosuppressants. The exact 
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