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Introduction 

Rhupus syndrome is a rare overlap syndrome first 
described in 1971, characterized by the coexistence of 
clinical and laboratory features of both Systemic Lupus 
Erythematosus (SLE) and Rheumatoid Arthritis (RA) 
[1]. The syndrome has an estimated prevalence of 0.01-
2% among patients with rheumatic diseases, with a 
higher predilection for women [2,3]. The pathogenesis 
remains unclear, but genetic studies have identified 
shared susceptibility genes including PDCD1, STAT4, 
FCRL3 and PTPN22, along with increased frequency of 
HLA-DR1 and HLA-DR2 alleles [4,5]. 

Clinically, rhupus syndrome is characterized by 
symmetric erosive polyarthritis accompanied by typical 
SLE manifestations such as malar rash, photosensitivity, 
serositis and cytopenia [6]. The syndrome typically 

presents with RA manifestations preceding SLE 
symptoms by 4-7 years, though the reverse sequence 
can occur [7]. Laboratory findings include the presence 
of both SLE-specific antibodies (anti- dsDNA, anti-
Smith) and RA-specific markers (rheumatoid factor, 
anti-CCP antibodies) [8]. 

The diagnosis of rhupus syndrome poses significant 
challenges due to the lack of specific diagnostic criteria. 
Most cases are diagnosed when patients fulfill both the 
classification criteria for SLE and RA, supported by 
characteristic serological profiles and imaging findings 
[9]. Treatment approaches are largely empirical, 
combining therapeutic strategies from both diseases, 
including hydroxychloroquine, corticosteroids and 
Disease-Modifying Antirheumatic Drugs (DMARDs) 
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[10]. 

Here, we present a rare case of a young woman who 
initially presented with SLE complicated by secondary 
Immune Thrombocytopenic Purpura (ITP) and 
subsequently developed rheumatoid arthritis features, 
fulfilling the diagnostic criteria for rhupus syndrome. 

Case Presentation 

A 31-year-old female presented to our emergency 
department in September 2023 with a 5-6 day history of 
fever, heavy menstrual bleeding and spontaneous 
bruising on hands and legs. She also reported gum 
bleeding for 3-4 days. Her medical history was 
unremarkable, with no known comorbidities or family 
history of autoimmune diseases. 

Initial presentation and hospitalization 
(September 2023) 

On examination, the patient was conscious and 
oriented, afebrile (temperature 98.6°F), with blood 
pressure 100/60 mmHg, pulse rate 98/min, respiratory 
rate 20/min and oxygen saturation 99% on room air. 
Physical examination revealed multiple petechiae and 
ecchymoses on bilateral extremities, with no 
lymphadenopathy or organomegaly. Cardiovascular 
and respiratory examinations were normal.  

Initial laboratory investigations revealed severe 
thrombocytopenia (platelet count: 15,000/μL), mild 
anemia (hemoglobin: 11.1 g/dL) and leukopenia (total 
leukocyte count: 4,080/μL). The Antinuclear Antibody 
(ANA) test was positive with a titer of 1:640 using 
indirect immunofluorescence. Additional testing 
showed positive anti-dsDNA antibodies and decreased 
complement levels (C3, C4). 

Bone marrow aspiration and biopsy revealed 
peripheral platelet destruction consistent with Immune 
Thrombocytopenic Purpura (ITP). Infectious diseases 
workup, including tests for dengue, malaria, typhoid 
and viral markers, were negative. 

Based on the clinical presentation and laboratory 
findings, the patient was diagnosed with Systemic 
Lupus Erythematosus (SLE) complicated by secondary 
immune thrombocytopenic purpura, fulfilling the 2019 
EULAR/ACR classification criteria for SLE. 

Treatment and initial response 

The patient was treated with Intravenous 
Immunoglobulin (IVIG) at 1 g/kg body weight for two 
consecutive days, oral prednisolone 40 mg daily and 
hydroxychloroquine 200 mg twice daily. Supportive 
care included platelet transfusions, proton pump 
inhibitors and monitoring for bleeding complications. 

The patient showed significant clinical improve- 

ment with resolution of bleeding manifestations and 
gradual increase in platelet count. At discharge after 6 
days, her platelet count had increased to 89,000/μL. She 
was continued on oral prednisolone with a tapering 
schedule and hydroxychloroquine 400 mg daily. 

Follow-up and disease progression (2023-
2025) 

During the subsequent 18 months, the patient 
remained clinically stable on maintenance therapy with 
hydroxychloroquine and low-dose prednisolone (5 mg 
daily). Serial blood counts showed sustained 
improvement in platelet counts (range: 150,000-
200,000/μL) and resolution of cytopenia. 

Recent presentation (August 2025) 

In August 2025, approximately two years after her 
initial diagnosis, the patient developed new symptoms 
of bilateral symmetric joint pain and stiffness, 
particularly affecting the small joints of hands and 
wrists. The joint pain was most prominent in the 
morning, lasting for more than 1 hour and was 
associated with joint swelling and functional limitation. 

Current assessment and laboratory 
findings  

Physical examination revealed symmetric synovitis 
involving bilateral wrist joints, metacarpophalangeal 
joints and proximal interphalangeal joints. There was no 
evidence of joint deformities, rheumatoid nodules or 
skin manifestations of SLE. 

Comprehensive laboratory investigations (August 
2025) showed: 

Inflammatory markers 

➢ Erythrocyte Sedimentation Rate (ESR): 28 mm/1st 
hour (normal: 0-12) 

➢ C-Reactive Protein (CRP): 3.56 mg/L (normal: <5) 

➢ High-Sensitivity CRP (hsCRP): 2.99 mg/L (normal: 
<1.0) 

Serological profile 

➢ Rheumatoid Factor (RF): 166.64 IU/mL (normal: 
<14) - markedly elevated 

➢ ANA: Positive (maintained from previous testing) 

Hematological parameters 

➢ Hemoglobin: 12.1 g/dL (normal: 12.0-15.0) 

➢ Platelet count: 176 × 10³/μL (normal: 150-410) - 
normalized 

➢ Total leukocyte count: 5.3 × 10³/μL (normal: 4.0-
10.0) 

Iron studies 
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➢ Serum iron: 47 μg/dL (normal: 60-180) - mildly 
decreased 

➢ Transferrin saturation: 11.81% (normal: 15-50%) - 
decreased 

Other parameters 

➢ Homocysteine: 16.82 μmol/L (normal: 3.7-13.9) - 
elevated 

➢ Vitamin B12, vitamin D and folate levels: Normal 

➢ Renal and hepatic function tests: Normal 

➢ Thyroid function tests: Normal 

Urine analysis: Normal, with mild leukocyturia 
(12-15/HPF) but no proteinuria or hematuria. 

Imaging studies 

 Hand X-rays were recommended to assess for 
erosive changes, though not performed at the time of 
this report due to the recent onset of articular 
symptoms. 

Final diagnosis 

Based on the clinical presentation of symmetric 
polyarthritis with morning stiffness, significantly 
elevated rheumatoid factor, elevated inflammatory 
markers and the background of established SLE, the 
patient was diagnosed with rhupus syndrome - the 
coexistence of SLE and rheumatoid arthritis. 

Discussion 

This case represents a rare example of rhupus 
syndrome developing in a patient with established SLE 
and secondary ITP. The syndrome, first described by 
Amezcua et al., is characterized by the presence of both 
SLE and RA features with specific serological markers 
[11]. 

Clinical presentation and temporal pattern 

Our patient's clinical course follows the classic 
pattern described in the literature, where RA 
manifestations develop several years after SLE 
diagnosis. Li et al. reported that 83.9% of rhupus 
patients had RA onset first, but cases like ours, where 
SLE precedes RA, have also been documented [12]. The 
development of symmetric polyarthritis with morning 
stiffness approximately two years after SLE diagnosis is 
consistent with previous case series showing an average 
interval of 4-7 years between the two diagnoses [13]. 

Serological profile and diagnostic conside 
rations 

The significantly elevated rheumatoid factor 
(166.64 IU/mL) in our patient is a key diagnostic 
feature. Amezcua-Guerra et al. demonstrated that anti-

CCP antibody frequency and titers in rhupus patients 
were similar to those in RA patients but significantly 
higher than in patients with non-erosive SLE 
arthropathy [14]. While anti-CCP antibodies were not 
tested in our case due to resource constraints, the 
markedly elevated RF in the context of new erosive 
arthritis strongly supports the diagnosis. 

The presence of elevated inflammatory markers 
(ESR: 28 mm/hr, hsCRP: 2.99 mg/L) further supports 
active inflammatory arthritis, as rhupus patients 
typically have higher CRP levels compared to SLE 
patients with non-erosive arthritis [15]. 

Pathophysiology and genetic factors 

 The coexistence of SLE and RA in rhupus syndrome 
suggests shared pathogenetic mechanisms. Genetic 
studies have identified several susceptibility genes 
common to both diseases, including PDCD1, STAT4, 
FCRL3 and PTPN22 [16]. Additionally, HLA-DR1 and 
HLA-DR2 alleles are significantly increased in rhupus 
patients compared to those with either SLE or RA alone 
[17]. 

The role of Anti-Citrullinated Protein Antibodies 
(ACPA) in rhupus syndrome has been extensively 
studied. Chan et al. suggested that ACPA-positive SLE 
patients are more likely to develop erosive arthritis and 
these antibodies may have a direct pathogenic role in 
joint destruction [18]. Although anti-CCP testing was 
not performed in our case, the clinical presentation 
strongly suggests ACPA involvement. 

Secondary ITP in SLE 

The initial presentation of our patient with 
secondary ITP complicating SLE is well-documented, 
occurring in 7-30% of SLE patients [19]. The 
pathogenesis involves B-cell hyperactivity and 
production of anti-platelet antibodies, as well as 
immune complex deposition [20]. The excellent 
response to IVIG and maintenance therapy with 
hydroxychloroquine and low-dose corticosteroids 
resulted in sustained platelet count normalization, as 
evidenced by the current platelet count of 176 × 10³/μL. 

Treatment implications 

The management of rhupus syndrome is challenging 
due to the lack of specific treatment guidelines. Current 
approaches combine therapeutic strategies from both 
diseases [21]. Hydroxychloroquine remains the 
cornerstone of therapy, as it is beneficial for both SLE 
and RA manifestations [22]. The European League 
Against Rheumatism (EULAR) recommends HCQ for all 
SLE patients at a target dose of 5 mg/kg real body 
weight/day [23]. 

For the articular manifestations in our patient, the 
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addition of conventional DMARDs such as methotrexate 
should be considered, particularly given the symmetric 
polyarthritis and elevated RF. Studies have shown that 
methotrexate is effective in controlling erosive arthritis 
in rhupus syndrome [24]. The use of biologic agents, 
particularly rituximab, has shown promising results in 
refractory cases [25]. 

Prognosis and long-term management 

Rhupus patients typically have less renal 
involvement compared to SLE patients but more severe 
articular manifestations. The absence of proteinuria and 
normal renal function in our patient is consistent with 
this pattern. However, regular monitoring for SLE 
manifestations, particularly renal involvement, remains 
essential.  

The mildly elevated homocysteine level (16.82 
μmol/L) in our patient may be related to chronic 
inflammation or B-vitamin deficiency. Given the normal 
B12 and folate levels, this likely represents a 
consequence of chronic autoimmune disease and should 
be monitored. 

Limitations and future considerations 

Several limitations should be acknowledged in this 
case report. Anti-CCP antibodies, which are highly 
specific for RA and commonly positive in rhupus 
syndrome, were not tested due to resource constraints. 
Additionally, imaging studies to assess for erosive 
changes were not performed at the time of diagnosis. 
Future management should include anti-CCP testing 
and radiographic assessment of joints. 

The patient would benefit from HLA typing to 
identify susceptibility alleles associated with rhupus 
syndrome, though this is primarily of academic interest 
and does not alter management. 

Conclusion 

This case report presents a rare example of rhupus 
syndrome developing in a patient with established SLE 
and secondary ITP. The temporal progression from SLE 
to the development of RA features, supported by 
significantly elevated rheumatoid factor and clinical 
manifestations of symmetric polyarthritis, illustrates 
the natural history of this rare overlap syndrome. 

Key learning points include: 

➢ Rhupus syndrome can develop years after initial 
SLE diagnosis. 

➢ High clinical suspicion is required for early 
recognition. 

➢ Significantly elevated RF in an SLE patient with new 
articular symptoms should prompt evaluation for 
rhupus syndrome. 

➢ Management requires a multidisciplinary approach 
combining therapies for both diseases. 

➢ Long-term monitoring is essential for both SLE and 
RA manifestations. 

This case adds to the limited literature on rhupus 
syndrome and emphasizes the importance of ongoing 
surveillance in SLE patients for the development of 
overlap syndromes. Early recognition and appropriate 
treatment with DMARDs may help prevent joint 
destruction and improve long-term outcomes. 
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