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SUMMARY
Rhupus is a rare syndrome characterized by overlap of theumatoid arthritis (RA) and systemic lupus erythema-
tosus (SLE). Previous reports mentioned that rhupus patients have prominent RA associated clinical manifesta-
tions and only mild organic damage related to SLE. Progressive or life-threatening manifestations are rare in
rhupus patients. Our patient diagnosed as rhupus was a young women, presented with multi-organ involvement
of systemic vasculitis. Rheumatologists should be aware of possibility that rhupus may be accompanied by
progressive or life-threatening conditions such as vasculitis.
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ystemic lupus erythematosus (SLE)

that is co-morbid with rheumatoid ar-
thritis (RA) is known as rhupus syndrome
(1). The overlap of RA and SLE was first
described by Schur, in 1971, as rhupus (2).
Rhupus syndrome is a rare clinical condi-
tion; only a few cases have been reported.
The syndrome constitutes 0.01-2% of all
systemic rheumatic disease (3). Vasculitis
reported in 10-40% of SLE patients, usual-
ly as small vessel vasculitis. Vasculitis also
seen in RA, but rheumatoid vasculitis is an
unusual complication of long-standing RA.
Here, we report the case of a young female
with fulminant vasculitis and Rhupus syn-
drome; this is first example of such a dis-
ease overlap.

A 28-year-old female patient was admit-
ted complaining of pain in both ankles,
both knees, and the metacarpophalangeal
(MCP) and wrist joints, as well as blu-
ish discoloration of the toes. She reported
that the pain and swelling in both her hand
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and feet joints had been of almost 1 year
in duration, and that the Raynaud’s phe-
nomenon in the toes had become especial-
ly notable over the past 10 days. She had
no comorbidity. On physical examination,
the dorsalis pedis pulses were bilaterally
weak; both ankles, knees, and wrists, and
all MCP joints, were painful; and swelling
and alopecia were evident. The laboratory
data were: hemoglobin 11.2 g/dL, mean
corpuscular volume 88 fL, mean corpuscu-
lar hemoglobin 30.5 pg, leukocytes 12,500/
mm3, eosinophils 120/mm?3 (normal range
100-450/mm3), platelets 512,000/mm3,
urea 36 mg/dL, creatinine 0.5 mg/dL, as-
partate aminotransferase 37 IU/L, alanine
aminotransferase 48 IU/L, and C-reactive
protein 168 mg/dL (normal range 0-5 mg/
dL). The erythrocyte sedimentation rate
was 140 mm/h (normal range 1-20 mm/h).
The rheumatoid factor (RF) level was 256
IU/mL (normal range 0-15 IU/mL) and
the anti-citrullinated cyclic peptide anti-
body (anti-CCP) level 123 IU/mL (normal
range 0-15 IU/mL). The serum was posi-
tive for antinuclear antibody (ANA) (titer
1:320; normal <1/80), anti-dsDNA anti-
body (titer >1:300; normal 0-20); and anti
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SS-A antibody (45 U/mL; normal 0-15
U/mL). The level of complement compo-
nent 3 (C3) was 0.01 g/L. (normal 0.9-1.8
g/L) and that of complement component
4 (C4) 0.002 g/l (normal 0.1-0.4 g/L).
The serum was negative for perinuclear
anti-neutrophil cytoplasmic antibodies and
cytoplasmic anti-neutrophil cytoplasmic
antibodies. Antiphospholipid antibodies in-
cluding anti-cardiolipin antibody, anti-beta
2 glycoprotein I antibody, and lupus anti-
coagulant were within normal ranges. The
urine protein level was 860 mg/day. The
characteristic radiological changes includ-
ed narrowing of the joint lines, cysts, and
periarticular osteoporosis. The serological
data (high-level RF and anti-CCP positiv-
ity) and the symmetrical polyarthritis were
suggestive of RA. However, the low serum
C3, C4, and ANA levels; the anti-dsDNA
and anti-SS-A positivity; and the alopecia
and proteinuria, were suggestive of SLE.
Angiography demonstrated multiple an-
eursymatic dilatations of celiac artery and
branches (Figure 1). Multiple aneursymat-
ic dilatations of superior mesenteric artery
were also demonstrated with angiography
(Figure 2). The patient was diagnosed with
Rhupus syndrome accompanied by system-
ic vasculitis and prescribed 1 g of methyl-
prednisolone intravenously, daily for three
days. Cyclophosphamide 500 mg weekly
was added. In the third week of treatment,

she developed chest pain. The cardiac
biomarkers were elevated and echocar-
diography revealed global hypokinesia of
the left ventricle with an ejection fraction
of 25%. Coronary angiography revealed
widespread aneurysmatic dilatations in all
three epicardial coronary arteries and sac-
cular aneurysms in the right coronary ar-
tery. Rituximab therapy was planned but
the patient died before such therapy could
commence, because of her heart problems.

H DISCUSSION

We describe a patient with Rhupus syn-
drome accompanied by systemic vasculitis.
This case is remarkable, being the first ever
reported. Rhupus is a particular syndrome
featuring an overlap of RA and SLE and
characteristically manifests with more RA-
associated and less SLE-associated damage
(4). Progressive or life-threatening mani-
festations are rare in Rhupus patients. The
prognosis of rhupus syndrome often de-
pends on the severity of damage to the vital
organs, but is typically better than that of
SLE but poorer than that of RA. Very little
information is available on treatment of
rhupus syndrome. Possible treatments in-
clude conventional disease-modifying anti-
rheumatic drugs followed, in some resis-
tant cases, by rituximab and abatacept (3).
Commonly, the vital organs are involved,

Figure 1 - Angiography demonstrated multiple aneurys-
matic dilatations of celiac artery and branches.
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Figure 2 - Angiography demonstrated multiple aneurys-
matic dilatations of superior mesenteric artery.
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as in our patient. This, combined with the
vasculitis, rendered prognosis poor. We ini-
tiated pulse steroid and cyclophosphamide,
but the treatment outcome was poor. Thus,
we decided to add rituximab, but the patient
died before such therapy could commence.
The vascular lesions of SLE are commonly
termed lupus vasculopathy; this is a typi-
cal vasculitis associated with inflammation
and vascular wall necrosis. Vasculitis is re-
ported in 10-40% of patients, more often in
females (80%) than males (5). SLE is usu-
ally associated with small-vessel vasculitis.
Medium- and large-vessel vasculitis is dis-
tinctly uncommon in SLE; there are only a
few case reports (6). Suzuki et al. reported
a case of cerebral and systemic necrotizing
vasculitis developing during pregnancy in
an SLE patient (7). Grimbacher reported a
female patient who developed gastrointes-
tinal vasculitis and who was successfully
treated with cyclophosphamide (8). Our
patient was female, suggesting that she had
SLE-related vasculitis. But involvement of
the medium and large vessels is not typical
of SLE vasculitis.

Vasculitis in RA patients has an heteroge-
neous clinical presentation, including skin
disorders, neuropathy, eye symptoms, and
visceral infarction (9, 10). The vascular le-
sions of RA are mostly asymptomatic but
may occasionally manifest severely (11).
The cause of rheumatoid vasculitis (RV) is
unknown but, given the prominence of im-
mune system components and pathological
changes in the involved blood vessels, an
autoimmune process may be in play (10).
Systemic RV typically occurs in patients
with long-standing, seropositive, erosive
nodular RA, and is associated with a severe
disease course and extra-articular mani-
festations. Blood vessels of any size, from
the aorta to capillaries, may be involved,
and organ involvement is widespread.
The prognosis of systemic RV is gener-
ally thought to be poor (12). Ashima per-
formed a case control study on 86 patients
and found that cutaneous vasculitis was the
most common presentation, followed by
vasculitic neuropathy. Also, a long dura-
tion of disease, male gender, smoking, and
rheumatoid nodules, were associated with
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vasculitis (9). Our patient was female, her
disease duration was short (1 year), and she
lacked rheumatoid nodules. She also did
not exhibit neuropathy or a skin disease.
However, her seropositivities, the involve-
ment of the aorta and large vessels, and the
widespread multi-organ involvement, were
compatible with RV. She lacked any known
risk factor but developed serious vasculitis.
Therefore, SLE may have contributed to
disease severity.

Polyarteritis nodosa (PAN) is a systemic
necrotizing vasculitis that typically affects
the medium-sized muscular arteries, par-
ticularly those of the viscera, kidneys, and
soft tissue (13). Visceral angiography may
be performed when PAN is highly suspect-
ed and a histological diagnosis of vasculitis
cannot be made, or when the predominant
symptoms are suggestive of abdominal,
renal, or cardiac involvement (14). There-
fore, we performed angiography to allow a
differential diagnosis. Aneurisms were evi-
dent, but they were not of the form typical
of PAN. Also, the clinical and laboratory
findings differed from those of PAN. The
tissues most frequently affected in PAN
(the peripheral nerves and the skin) were
not involved in our patient. In addition, she
had no fever, no weight loss, no abdomi-
nal pain; and her blood pressure was not
elevated. These symptoms are common in
PAN patients. Our patient was positive for
markers of SLE and RA, but negative for
hepatitis B. Such characteristics allowed us
to eliminate PAN from consideration.
Vasculitis may develop over the long term
in RA and SLE patients. However, systemic
vasculitis has not previously been described
in a patient with Rhupus. In 2010, Wang et
al. described a Rhupus case that progressed
to diffuse encephalopathy caused by mi-
croangiopathy. The 37 year-old female
patient developed epileptic seizures. Mag-
netic resonance imaging revealed diffuse
hyperintensity; the patient was success-
fully treated with methylprednisolone (15).
In the cited case, Rhupus presented as only
brain vasculitis. In our case, the vasculitis
was multi-organ in nature.

Traditionally, the vasculitides are defined
as a group of clinical and pathological enti-
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ties characterized by inflammatory cell in-
filtration and necrosis of blood vessel walls.
The conditions may be primary in nature,
involving large, medium, and/or small ves-
sels; or secondary, associated with infection,
malignant and/or connective tissue disease,
or exposure to certain medications. Our pa-
tient had no sign of malignancy or infection
clinically, radiologically, or upon laboratory
evaluation. She had no history of exposure to
drugs (e.g., ergot, cocaine) that mimic vascu-
litis. Thus, we excluded all other causes of
vasculitis. Our patient was diagnosed with
the SLE/RA overlap syndrome, termed Rhu-
pus, and we suggest that vasculitis in our pa-
tient is a complication of Rhupus.

Rhupus syndrome is a particular form of
overlap of RA and SLE. Our patient diag-
nosed as rhupus developed vasculitis. We
evaluated all possible causes of her clinical
manifestations on admission. We excluded
vasculitis that was paraneoplastic in nature,
or caused by an infection or drug use. We
report on the development of medium-ves-
sel vasculitis in a Rhupus patient. No simi-
lar case has ever been reported. Patients
with rhupus must be carefully monitored;
they are at risk of vasculitis.
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