Rhupus syndrome, a rare entity, is the co-existence of systemic lupus erythematosus (SLE) with
rheumatoid arthritis (RA). It manifests as more RA and less SLE related damages. The duration
of the disease is longer than typical RA or SLE. Controversies exist regarding the definition of
Rhupus. The incidence of Rhupus in patients with arthritis is 0.01%-0.2% and <2% in patients with
connective tissue diseases. However, we report a rare case of rhupus in a 55-year-old lady with
polyarthritis and joint deformities of 6 year duration, presenting with features of lupus erythematosus.

Rare, rheumatoid arthritis co-existent with lupus erythematosus, rhupus

Peter Schur coined the term “rhupus”
in 1971 to describe patients who satisfy
the criteria for both systemic lupus
erythematosus (SLE) and rheumatoid
arthritis (RA).["" Rhupus syndrome is a
rare condition and has lesser visceral
organ involvement as compared with
SLE.”’ The syndrome is manifested by
patients coincidentally sharing features of
both RA and SLE but cannot be combined
as a unique clinical, pathologic, or
immunologic syndrome. The exact etiology
and triggers of rhupus remain unknown till
date with limited studies suggesting the
combined role of genetic, immunological,
hormonal, and environmental factors in the
progression of the disease.™ It is important
to categorically differentiate the patients
with rhupus because their therapy and
outcome differ from those having RA or
SLE alone.” Herein, we report one such
rare case.

A S5-year-old lady presented with
symmetric polyarthritis involving multiple
small and large joints with deformity of
upper limbs for 6 years, dark colored
facial rash, and multiple red raised scaly
lesions over the upper back and chest of
2 months duration and fever of ten days
duration. Polyarthritis was associated with
joint swelling, tenderness, and deformities.
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Patient gave history of the facial rash
starting with redness and swelling of the
entire face that after ten to fifteen days
became dark colored. There was history of
appearance of red raised scaly itchy lesions
over upper back and chest at the same
time that increased in size and number
over the next 2 months. There was history
of exacerbation of skin lesions on sun
exposure. Patient also had moderate to
high grade fever since ten days that was
intermittent, not associated with chills and
rigor and came down with medication.
There was no history of recurrent oral
ulcers, cough, chest pain, palpitations, pain
abdomen, or seizures.

General and systemic examination was
essentially normal. Dermatological
examination revealed involvement of face
including forehead, nose, bilateral malar
region, and ears in the form of multiple
discrete hyperpigmented plaques [Figure 1].
There was sparing of the nasolabial folds
and retro auricular region. The skin over
the chest and right shoulder was involved in
form of multiple scaly papules and multiple
coalescing scaly plaques. Post inflammatory
hyperpigmented macules were seen in the
areas adjoining the plaques [Figure 2].
Mucosal examination was normal.

Musculoskeletal ~— examination  revealed
swelling with associated tenderness in
bilateral proximal interphalangeal joints and
all large joints.

Investigations revealed normocytic,
normochromic anemia, raised ESR and
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C-reactive protein (24 mg/L), a positive direct Coomb’s
test, rheumatoid factor positive, microalbuminuria,
anti-CCP  was positive (30 w/ml) and normal complement
levels. Skin biopsy showed mild focal basal layer
degeneration, focal dyskeratotic keratinocytes, and
perivascular inflammatory infiltrate in superficial dermis
[Figure 3]. DIF was negative for IgG, IgM, C3, and
IgA. Other connective tissue disease (CTD) markers
including ANA were negative. Radiograph of both hands
and wrists showed periarticular osteopenia and early
erosions of the base of proximal phalanges of bilateral
2 digits, features suggesting inflammatory polyarthritis
of both hands [Figure 4]. She was diagnosed as a case of
Rhupus (Rheumatoid arthritis with SLE) and managed with
a short course of oral cortico steroids for her skin lesions,
hydroxychloroquine, methotrexate, calcium, and Vitamin
D supplementation and bisphosphonates. She has shown
dramatic improvement in skin rashes and arthritis and is
currently on regular follow-up.

Figure 1: Involvement of face including forehead, nose, bilateral malar
region, and ears in the form of multiple discrete, hyperpigmented plaques
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Figure 3: (H and E, x100). Skin biopsy showed mild focal basal layer
degeneration, focal dyskeratotic keratinocytes, and perivascular
inflammatory infiltrate in superficial dermis

Overlap syndromes have been defined as entities satisfying
the classification criteria of at least two CTDs occurring at
the same or at different times in the same patient. Rhupus
is one such condition with the co-existence of SLE and
rheumatoid arthritis with a prevalence varying from 0.01%
to 2%. Among genetic factors, HLA-DR alleles have been
strongly associated with rhupus, being present in nearly
67% of the reported cases.**

There is a role of the immune system that has been
confirmed by the presence of antibodies and immune

Figure 4: Radiograph of both hands and wrists showed periarticular
osteopenia and early erosions of the base of proximal phalanges of
bilateral 2" digits
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complexes in serum profile. A glance through the
previous case series has revealed the possibility of
anti-CCP and C-RP as markers for the diagnosis of
rhupus.B!

RA is a progressive inflammatory autoimmune disease
with articular and systemic effects. Its exact cause is
unknown, but genetic and environmental factors are
contributory. T-cells, B-cells, and the orchestrated
interaction of pro-inflammatory cytokines play key
roles in the pathophysiology of RA. Predominant role
of Th 1 pathway is there with release of cytokines such
as IL-17, TNF-o, IL-6, and IL-1, which cause synovial
inflammation.However, the exact patho-actiology of
SLE remains elusive. An extremely complicated and
multifactorial interaction among various genetic and
environmental factors is probably involved. The loss of
immune tolerance, increased antigenic load, defective
B-cell suppression, and the shifting of Thl to Th2
immune responses lead to B-cell hyperactivity and
the production of pathogenic autoantibodies. Hence,
the coexistence of both these entities with different
pathogenesis is unique.r

Specific antibody profiles and imaging studies assist in
making the diagnosis of Rhupus syndrome.

Rhupus patients have been found to have a lower
incidence of malar rash, hemolytic anemia, and renal and
neurological involvement compared with the SLE group. In
addition, rhupus patients rarely have severe renal disorders
such as nephrotic syndrome and renal insufficiency.
The SLEDAI score that is an indicator of disease activity
in SLE, initial corticosteroid dosages, and the requirement
of methylprednisolone pulse therapy have been found to
be lower in the rhupus patients.? Previous studies have
also shown that rhupus patients have a lower incidence of
visceral organ involvement compared with SLE patients
without RA.?

Many authors have classified Rhupus syndrome as
a subset of SLE with severe arthritis. SLE shows 3
types of articular involvement: intermittent non-erosive
polyarthritis usually found in the hands, wrists, and knees;
non-erosive deforming arthritis referred to as Jaccoud’s
joint; and arthritis with joint deformities and specific
erosion, i.e., Rhupus syndrome.”! Most patients with SLE
have transient, migratory, and reversible arthritis without
erosion.

Some rheumatologists suggest that the presence of
rheumatoid nodules in SLE patients could be a risk
factor for Rhupus syndrome.” Tani et al. also found an
association of rheumatoid factor positivity and joint erosion
in SLE patients.['

Rhupus syndrome is a special overlap syndrome of RA and
SLE that is manifested characteristically by more RA and
less SLE-associated damage.

The treatment and prognosis of Rhupus syndrome have
been found to be different from that of RA or SLE. Thus,
proper recognition and an early diagnosis of Rhupus
syndrome are important for choosing suitable therapies and
improving patient prognosis.
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