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ABSTRACT

The authors describe the case of a 30-year-old female patient with polyarticular juvenile rheumatoid
arthritis, who presented with an upper respiratory infection, vomiting and diarrhoea, followed by lower limb
and facial oedema and oliguric renal failure. She was admitted to the Nephrology ward of the Centro Hos-
pitalar do Médio Tejo for clinical stabilization and aetiological study. Complementary tests, including immu-
nological study and renal biopsy, led to the diagnosis of Lupus nephritis with rapidly progressive glomeru-
lonephritis. The authors present a brief revision of ‘systemic lupus erythematosus’ and of the pathological
entity that associates characteristics of ‘lupus’ and ‘rheumatoid arthritis’, known as “rhupus”, that still
remains controversial nowadays.

Key words: Haemodialysis; immunosuppression; lupus nephritis; rheumatoid arthritis; rhupus; systemic
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RESUMO

Os autores descrevem o caso clinico de uma doente de 30 anos, com artrite idiopatica juvenil poliarticular,
que apresentou um quadro de infeccdo respiratoria das vias aéreas superiores, vomitos, diarreia e poste-
riormente oligoandria com consequente edema dos membros inferiores e da face. Internada no Servigo de
Nefrologia do Centro Hospitalar do Médio Tejo para estabilizacdo clinica e estudo etiol6gico da doenca
renal oligoandrica. Efectuou vérios exames complementares incluindo estudo imunolégico e biopsia renal,
tendo chegado ao diagnéstico de nefrite ldpica com glomerulonefrite crescéntica. Faz-se uma breve revisao
sobre lGpus eritematoso sistémico e sobre esta entidade patoldgica que associa caracteristicas de llpus e
artrite reumatdide, denominada “rhupus”, tao envolta em controvérsia.

Palavras chave: Artrite reumatdide; hemodialise; imunossupressao; lipus eritematoso sistémico; nefrite
lOpica; rhapus.
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INTRODUCTION

Systemic lupus erythematosus (SLE) is a systemic
autoimmune disease characterized by multiple symp-
toms and clinical findings. Arthralgia and arthritis
are common and premature findings. Their most
common characteristics are non-erosive deforming
lesions, that initially strikes the hand’s articulations,
possibly reaching the synovium. Other findings
include vasculitis, serositis, haematological, skin and
kidney disorders?3.

For the diagnosis of rhupus syndrome, erosive
polyarthritis and clinical symptoms of SLE, as well
as positive dsDNA or anti-Sm autoantibodies are
necessary4>.

In the ‘1960s and ‘7os, it was verified that some
patients with an initial diagnosis of rheumatoid arthri-
tis (RA) showed erosive arthritis and developed
symptoms or signs of SLE, and vice-versa®. Schur
(1971) applied for the first time the name “rhupus”
to describe the disease in patients who presented
concomitantly characteristics of both diseases”.

Since those decades, a big controversy exists
regarding the definition of rhupus as a diagnosis.
Some authors defend that rhupus is an independent
entity, while others defend that it is a subtype of
SLE, or even an overlapping syndrome of SLE and
RA, due to the presence of RA specific antibodies in
these patients®9.

CASE STUDY

The patient is a 30-year-old female patient, with
polyarticular juvenile idiopathic arthritis since the
age of 4, pulmonary tuberculosis in 2002,nephroli-
thiasis and bilateral total hip arthroplasty, with nor-
mal renal function, and usually medicated with
naproxen, diclofenac and omeprazole.

She was admitted, in May 2010, in the Medicine
Department of Tomar’s Hospital, with an infection
in the upper airway, vomiting and diarrhoea, which
started 2 weeks before admission. Afterwards, symp-
toms of oliguria and oedema of the lower limbs and
face appeared. In the physical exam, she presented
lower limbs oedema up to the root of the thighs,
face oedema, deformed articulations of the hands
and feet (Fig.1), with functional limitation. The

neurologic exam was normal. The patient was thin
(41 kg), feverish (382C), with normal arterial pressure,
and an auscultation compatible with stasis. She was
transferred to the Nephrology Department of Torres
Novas’ Hospital for compensation and aetiological
investigation of the oliguric renal disease. From the
study carried out, it was noted severe renal dysfunc-
tion (creatinine: 5.1mg/dl, urea: 139mg/dl), normocytic
anaemia (haemoglobin: 8.9 g/dl), leukocytosis (10.5
x 109/L) thrombocytopenia (143x109/L), no changes
in blood smears, elevated C-reactive protein (CRP)
(4 mg/dl), nephrotic-range proteinuria (4963mg/24h
in 400 ml of diuresis) and urine sediment with red
blood cells and leukocytes. Screening for autoimmune
diseases revealed positive ANAs and strongly posi-
tive anti-dsDNA (710 U/ml). Rheumatoid factor, anti-
CCP antibodies, anti-SSA, anti-SSB, anti-Scl7o, anti-
Jo1, anti-GBM, anti-phospholipids, anti-cardiolipin and
anti-B2 glycoprotein were negative. Complement
levels were decreased (C3: 73.7mg/dl). Viral markers
(HBsAg, anti-HBs, anti-HCV, anti-HIV 1 and 2) were
negative. During the hospitalization, blood and urine
cultures were negative and polymerase chain reaction
for BK in sputum was also negative (Table I).

Renal ultrasound showed normal kidneys dimen-
sions, with maintained differentiation and thickness
of the parenchyma, without pielo-caliceal dilatation.
The echocardiogram showed good global systolic
function, without pericardial effusion, and the thoracic
radiography revealed bilateral pleural effusion. The
pulmonary CT confirmed intra-cisural and bilateral
pleural effusion, hilar vascular engorgement with

Figure 1
Photograph of the patient hands.
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Table |

Laboratory Findings

Haemoglobin 8.9 g/dl
Leucocytes 10.5 x 109 /L
Platelets 143 X 109/L
Blood smear No changes
Creatinine 5.1 mg/dl
C-reactive protein 4 mg/dl

Presence of red blood cells
and leucocytes

Urine sediment

Proteinuria 4963 mg/24h
ANAs Positive
Anti-dsDNA Positive (710 U/ml)
Rheumatoid Factor Negative
Anti-CCP Negative
Anti-SSA, Anti-SSB, Anti-Sclyo, Anti-Jo1 Negative
Anti-Phospholipids, Anti-Cardiolipin, Anti- Negative

32 glycoprotein
C3 Complement

Decreased (73.7 mg/d0)

Viral Markers (HBsAg, Anti-HBs, Anti-HCV, Negative
Anti-HIV1e 2

Blood and Urine Cultures Negative
Polimerase chain reaction for BK Negative

thickening of the pulmonary interstitium in the upper
lobes with small parenchymal infiltrates. The radi-
ography of the hands showed erosive arthritis (Fig.2).

The patient started large spectrum antibiotics for
the upper respiratory tract infection, but the fever
persisted. Urgent haemodialysis was also performed

Figure 3
Renal biopsy (PAS staining, x400)

Figure 2

Erosive arthritis.

due to severe impairment of the renal function, with
oliguria and fluid overload.

A kidney biopsy was performed on the 4t day of
admission and it revealed the presence of endo-
capillar proliferative glomerulonephritis, with crescent
formation in all glomeruli, Bowman’s capsule rupture
and acute tubular necrosis consistent with a diagnosis
of lupus nephritis class IV (Fig. 3). It was not pos-
sible to perform immunofluorescence technique due
to the lack of kidney tissue.
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She started immunosuppressive treatment with 3
pulses of methylprednisolone 500 mg IV and 3 admin-
istrations of cyclophosphamide 0.5 g/m2/month, with
an interval of three months. After that, the patient
remained afebrile.

She was discharged at the end of 3 weeks of
hospitalization, medicated with prednisolone 1mg/
kg, isoniazid, pyridoxine, calcium carbonate, esome-
prazole and darbepoetin, She kept on a regular hae-
modialysis programme, three times a week. Three
months after the hospitalization, partial recuperation
of the renal function was verified, leading to hae-
modialysis discontinuation. In November 2010, myco-
phenolate mofetil soo mg twice a day was
started.

At present, the patient is asymptomatic, with cre-
atinine clearance greater than goml/min, negative
anti-dsDNAand ANA, normal C3 complement, while
maintaining proteinuria less than 1g/24h and no
haematuria.

DISCUSSION

We present a case of RA with symmetrical and
erosive joint involvement of the extremities, in a
30-year-old female patient, followed, after a long
period, by clinical and laboratory features of lupus.
The last diagnosis was based on pleural effusion,
renal and haematological involvement, positive ANA
and anti-dsDNA. According to the literature, the com-
bination of these diseases corresponds to rhupus4>.
This case is singular, because in the cases of rhupus,
usually, we find cutaneous and haematological abnor-
malities, and not such severe renal involvement.

Systemic lupus erythematosus is a systemic auto-
immune disease, in which the tissues and the cells
are damaged by antibodies and immunocomplexes.
The female gender is the most affected (90%), with
a peak incidence between the ages of 25-35%3.

The aetiology and pathogenesis of SLE remain
uncertain, however, it is known that the disease is
caused by the interaction of the genes that are found
in the HLA region, particularly HLA class Il DR and
DQ and class lll encoding the complement C2 and
C4, and environment factors, that result in an

abnormal immunological response, with incessant
production of antibodies and formation of immuno-
complexes®3. These fixate in the target tissues,
destroying them, releasing chemotaxins, proteolytic
enzymes and vasoactive peptides, causing a chronic
inflammation. Many antibodies take part in this phe-
nomenon, among them: DNA antibodies (ANA, anti-
dsDNA antibodies), anti-RNA (anti-Sm, anti-RNP,
anti-SSB, anti-SSA), anti-histone antibodies, anti-
phospholipid, anti-erythrocyte, anti-platelet and
anti-ribossomic?s3.

The diagnosis of SLE is based on the clinical
manifestations and the presence of autoantibodies,
where the presence of at least 4 out of 10 criteria,
according the American College of Rheumatology
(Table II), is necessary3. In this case, the patient had
haematological and renal abnormalities, and positive
ANA and anti-dsDNA antibodies, 4 criteria for the
diagnosis of SLE.

The SLE manifestations are different, depending
on the organ or tissue affected. These can include
skin, kidney, joints, vessels, eyes and neurological,
pulmonary, cardiac, haematological and gastroin-
testinal systems?3. Renal manifestations occur in
40-85% of patients, due to immunocomplex deposi-
tion in the glomeruli. These may present as changes
in urinary sediment (proteinuria, microscopic hae-
maturia), nephritic syndrome, nephrotic syndrome,

Tablell

Diagnostic Criteria for Systemic Lupus Erythematosus

1— Malar eruption

2 — Discoid eruption
3 — Photosensitivity reported by the patient or observed by the physician
4 —Oral ulcers
5 — Serositis; pericarditis or pleuritis
6 — Non-erosive arthritis
7 — Renal alteration: proteinuria (greater than 500 mg per 24 hours) or
haematuria, or the presence of tubular, haematic or mixed cylinders
8 — Neurological alterations; convulsions or psychosis
9 — Haematological alterations: haemolyticanaemia (with reticulocyto-
sis) or leucopenia (below 4000 per mm twice or more times), or lim-
phopenia (below 1500 per mm twice or more times), or thrombocy-
topenia (below 100000 per mm twice or three times)
10 — Immunological alterations; anti-native DNA antibody or anti-SM
antibody, or antiphospholipid antibodies
11- Antinuclear antibodies (FAN):in abnormal titers

Criteria published by EM Tan et al: Arthritis Rheum 25:1271, 1982, update by MC
Hochberg, Arthritis Rheum 40:1725, 1997
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chronic renal disease or rapidly progressive renal
failure3.

Lupus nephritis is an immune complex glomeru-
lonephritis with decreased levels of C3, with positive
ANA and anti-dsDNAantibodies most of the times?°.
The presence of the three immunoglobulins,|gG, IgA
and IgM and complements Cig and C3, in the fluo-
rescence microscopy known as “full house” is highly
suggestive of lupus nephritis#°. However, significant
anatomical-clinical dissociation is usually found, with
clinical and laboratory elements not being able to
predict the severity of renal histology. Thus, it is
usually necessary to perform a renal biopsy and this
remains the gold-standard for the diagnosis and
selection of the treatment©. According to the Inter-
national Society of Nephrology, lupus nephritis can
be classified into six classes according to the histol-
ogy 3° (Table ).

Commonly, at age 20’s the survival rate of SLE
rounds 75%, however, the occurrence of severe lupus
nephritis is associated with poor prognosis, achieving
a mortality of about 50% in 10 years®®.

Joint involvement is typically the first manifesta-
tion that occurs in SLE, with multiple presentations
that include arthralgia, non-deforming arthritis, and
deforming arthritis with or without erosions. The
non-deforming arthritis consists on intermittent poly-
arthritis, slight to disabling, characterized by soft
tissue swelling and joint pain5. The term “Jaccoud

Tablelll

Classification of Lupus Nephritis(International Society of Nephrology and
Renal Pathology Society)

|| Minimal mesangial lupus glomerulonephritis (LGN)
Il | Mesangial proliferative LGN
Il | Focal LGN (<50% of the total number of glomeruli)
Il (A) Purely active: focal proliferative LGN
111 (A/C) Active and chronic
111 (©) Chronic: focal sclerosing LGN
IV | Diffuse segmental (IV-S) or global (IV-G) LGN (50% or more of the
total number of glomeruli)
IV-S (A) or IV-G (A): diffuse segmental or global proliferative LGN
IV-S (A/C) or IV-G (A/O)
IV-S () or IV-G (Q): diffuse segmentai or global sclerosing LGN
V | Membranous LGN
VI | Advanced sclerotic LGN (>90% of glomeruli globally sclerosed with-
out residual activity): end stage LGN

J) Weeninget al.: Kidney Int 65:521, 2004
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arthropathy” was defined by Brywaters (1950), when
he noticed that the deforming arthritis in patients
with SLE was very similar to the arthritis that Jaccoud
described in 1869, associated to the rheumatic fever>.
This disease is characterized by non-erosive deforma-
tions, subluxation of the metacarpophalangeal joints
with ulnar deviation, and hyperextension of the proxi-
mal interphalangeal joints, which are all reversible
at an early stage>.

By contrast, the arthritis found in RA is symmetri-
cal, erosive, and rarely affect the distal interphalan-
geal joints. Some of the changes that can be found
in the joints are: ulnar deviation of the fingers
through the wrist abduction and injury of the meta-
carpal phalangeal (MCP); fingers in “swan lap” due
to the flexion of MCP, hyperextension of the proximal
interphalangeal (PIP) and flexion of the distal inter-
phalangeal (DIP), “buttonhole” fingers due to the
flexion of PIP and hyperextension of DIP; Z thumbby
flexion of MCP and hyperextension of the interpha-
langeal; finger pending due to the ruptureof the
extensor tendon?’.

Despite the highly detailed characterization of
these two syndromes as to separate entities, some-
times there are cases in which the characteristics of
SLE and RA are found together®7.

In 1969, Kantor published a case of erosive
arthropathy in a patient with SLE and RA®.In the
1970s, Schur used the designation “rhupus” for the
first time to define a new entity that had features
of SLE and RA7.From this date, this definition has
been discussed many times. Is Rhupus an indepen-
dent entity, an overlapping syndrome, or a subtype
of SLE®9?

The truth is that the prevalence of erosive arthritis
in patients with SLE is low, about 1-5%9. Fernandez,et
al., when reviewing and observing 8 cases with rhu-
pus, stated that this entity is a subtype of SLE. They
associated, with high probability, the antibody anti-
RA33 with the presence of erosive arthritis in SLES.
On the other hand, Amezcua-Guerra,et al.found high
titrations of anti-CCP, defending that this entity con-
sists in an overlapping syndrome®. Amezcua-Guerra,
in 2009, affirmed that there is no doubt that rupus
belongs to the spectrum of SLE, however, he ques-
tioned if these patients also have RA. There is evi-
dence that sustains the existence of rhupus as an
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overlapping syndrome. The author used three argu-
ments to explain his point of view. The first one is
the presence of anti CCP, which is very specific to
RA; the second is the established association between
the risk of RA and the MHC Il molecules, which share
the same sequence of amino acids in the 729 —
74thposition of the B chain. These shared epitope
(SE) alleles connect preferentially to the peptides
that have as a component the citrulline amino acid,
and have an effect on the production of anti-CCP in
RA. It is possible that the association between SLE
and erosive arthritis is due to the indirect effect
mediated by antibodies against different citrullinated
proteins. Sixty-seven per cent of patients with SLE
and erosive arthritis are carriers of SE alleles, in
contrast with the 22% of patients with non-erosive
arthritis, and the presence of two copies of SE alleles
increase by 8 the risk of erosive arthritis in SLE. The
third argument involves CRP. This directly correlates
with the activity in RA, with a deficient production
in SLE. However, in rhupus a normal production of
CRP was verified. The author concluded that the
criteria of SLE and RA should be re-evaluated in the
light of new discoveries, and remark that autoimmune
diseases are classified and artificially differentiated
by barriers created by doctors and investigators'2.

CONCLUSION

Rhupus is the most probable diagnosis to the
presented case. It is very interesting to see that the
disease extends for a very long period of time (26
years), and the signs and symptoms are different in
different periods of time.

This case is rare, because in the cases of rhupus,
usually, we find cutaneous and haematological abnor-
malities, and not such severe renal involvement. In
this patient with severe renal impairment, with an
adequate immunosuppressive strategy, renal function
recovery was possible which led to an improvement
of the quality of life of a young female, already
limited by the articular component of the disease.

Although the diagnosis of SLE and RA is relatively
frequent, rhupus is a rare entity. Its place in autoim-
mune pathologies as a distinct entity or an overlap-
ping syndrome is still uncertain.

Conflict of interest statement: None declared.
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