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Introduction
Evans syndrome (ES) is a rare cause of thrombocytopenia, first described 

in 1951 as the co-occurrence or sequential development of autoimmune 
hemolytic anemia (AIHA) and immune thrombocytopenic purpura (ITP). 
In 10-15% of cases, neutropenia may also occur [1]. When no underlying 
cause is identified, the condition is referred to as primary ES. Increasingly, 
however, ES has been recognized as secondary to other conditions 
including systemic lupus erythematosus (SLE), common variable 
immunodeficiency (CVID), non-Hodgkin lymphoma, viral infections 
(HCV, HIV), and autoimmune lymphoproliferative syndrome (ALPS) [2]. 
Secondary ES is often characterized by more severe cytopenias, worse 
outcomes, and a need for more aggressive treatment [3]. 

Pathogenesis involves autoimmune dysregulation, chronic T-cell 
activation, and B-cell maturation defects, with genetic abnormalities 
detected in up to 40% of patients [4,5]. First-line therapy remains 
corticosteroids, with IVIG, conventional immunosuppressants 
(azathioprine, cyclophosphamide), and rituximab increasingly used as 
second-line options [6-8]. 

A B S T R A C T

Evans syndrome (ES) is a rare autoimmune disorder defined by the coexistence of autoimmune 
hemolytic anemia and immune thrombocytopenia. Secondary ES, particularly in association with 
systemic lupus erythematosus (SLE), is uncommon and presents diagnostic and therapeutic chal-
lenges. We report two adult women with ES secondary to SLE who presented to a tertiary care hos-
pital in Pakistan. Both patients developed simultaneous cytopenias. One responded well to cortico-
steroids and azathioprine, while the other had refractory thrombocytopenia and suffered a non-ST 
elevation myocardial infarction (NSTEMI), but she then stabilized on mycophenolate mofetil. These 
cases underscore the heterogeneity of ES in adults, highlight the risks of treatment-related com-
plications, and reflect challenges in low- and middle-income countries where access to diagnostics 
and advanced therapies is limited.
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Most reports focus on pediatric populations. In adults, the average 
age of onset is ~55 years, with a slight female predominance consistent 
with other autoimmune diseases [2]. Danish registry data estimate a 
prevalence of 10–20 per million, with mortality highest in the first year 
after diagnosis [3]. Among SLE patients, ~2.7% may develop ES, usually 
with systemic involvement, and over half present with hematological 
manifestations at disease onset [9]. 

Despite advances, there are no standardized diagnostic or treatment 
algorithms. Here we describe two adult female patients presenting to a 
tertiary care hospital in Karachi, Pakistan, with ES secondary to SLE.

Case 1
A 54-year-old woman presented to the emergency department (ED) with 

a 3-month history of fatigue, easy bruising, a single episode of epistaxis, 
and oral ulcers. Past history included bilateral knee osteoarthritis treated 
with meloxicam. She denied fever, weight loss, night sweats, smoking, or 
substance use. On exam, BMI was 26.7 kg/m², blood pressure 150/90 
mmHg, and pallor was noted.

Labs revealed Hb 3.9 g/dL and platelets < 4 ×10⁹/L. Reticulocyte count 
was elevated. Peripheral smear showed anisopoikilocytosis, nucleated 
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RBCs, and reactive lymphocytes. LDH was raised. A direct Coombs test was 
positive (2+ C3d). Autoimmune serologies are shown in Table 1.

Test Result Test Result

ANA 1:640 (+), 
homogeneous U1-RNP 2.51 (–)

Anti-dsDNA 80.09 (+) Anticardiolipin 
IgM/IgG Negative

SSA (Ro) 13.10 (+) β2-GPI IgM/IgG Negative

SSB (La) 49.91 (+) Lupus 
anticoagulant Negative

Sm <0.2 (–) C3 1.69 (normal)

Scl-70 <0.2 (–) C4 0.45 (normal)

Table 1: Autoimmune workup, Case 1.

She received 3 days of pulse methylprednisolone, 8 units of platelets, 
and 4 units of PRBCs. She improved clinically and hematologically, and 
was discharged on prednisone 60 mg/day, azathioprine 150 mg/day, 
hydroxychloroquine (later added), folate, B12, and PPIs. Hepatitis B/C 
screens were negative. PET scan and bone marrow biopsy ruled out 
malignancy.

At 3-month follow-up, she remained stable (Hb ~10 g/dL, platelets ~100 
×10⁹/L) without new lupus features.

Case 2
A 42-year-old woman presented with 3 months of heavy and intermenstrual 

bleeding, plus 1 day of gum bleeding, dizziness, and lethargy. Past history 
included hyperthyroidism. She reported a viral URI a week prior, 3 kg 
weight loss, arthralgias, alopecia, and one prior miscarriage.

On exam, she was pale, BMI 27 kg/m², vitals stable.

Labs: Hb 5.5 g/dL, platelets 4 ×10⁹/L, normal WBCs/MCV, INR 2.3, 
ferritin 21.1 ng/mL, TSH 4.9. Peripheral smear showed anisopoikilocytosis, 
polychromasia, nucleated RBCs, reactive lymphocytes. Direct Coombs test 
was strongly positive. Autoimmune workup is shown in Table 2.

Test Result Test Result

ANA 1:2560 (+), 
homogeneous U1-RNP 1.12 (–)

Anti-dsDNA 209.89 (+) Anticardiolipin 
IgM/IgG Negative

SSA (Ro) 44.99 (+) β2-GPI IgM/IgG Negative

SSB (La) 48.60 (+) Lupus 
anticoagulant Positive

Sm 0.27 (–) C3 0.44 (low)
Scl-70 0.89 (–) C4 <0.02 (low)

Anti-TPO 548 (+) — —

Table 2: Autoimmune workup, Case 2.

She received 3 days of pulse methylprednisolone followed by oral 
prednisolone 60 mg/day, azathioprine 50 mg/day, HCQ 400 mg/
day, norethisterone, tranexamic acid, and insulin for steroid-induced 
hyperglycemia. She required FFP transfusion for factor II deficiency.

Bone marrow biopsy showed dysplasia but normal cytogenetics. Viral 
studies (HCV, HIV) were negative. Two weeks post-discharge, platelets fell 
to 16 ×10⁹/L; eltrombopag was started but discontinued after NSTEMI. 
Azathioprine was switched to Mycophenolate mofetil. She responded well 
to this regimen and at follow-up, Hb and platelets stabilized.

Discussion 
Both patients presented with severe cytopenias and were diagnosed with 

ES secondary to SLE. While many cases of ES are first identified as ITP with 
later AIHA,3 both our cases demonstrated simultaneous onset.

Case 2 was more complex, with additional autoimmune features 
(alopecia, arthralgia, miscarriage, hyperthyroidism, remote type 1 
renal tubular acidosis) and coagulopathy (factor II deficiency, positive 
lupus anticoagulant). This likely represented lupus anticoagulant-
hypoprothrombinemia syndrome [10]. 

Poor prognostic factors in ES include later age, severe bleeding, refractory 
cytopenias, and poor steroid response [3]. Both patients had Hb and platelet 
nadirs lower than typical averages (Hb ~6 g/dL, platelets ~6 ×10⁹/L), but 

Case 1 had a smoother course despite older age, whereas Case 2 developed 
resistant thrombocytopenia and complications.

Sociocultural context may have contributed: subtle SLE features in Case 2 
were overlooked for around 1 year, reflecting common diagnostic delays in 
Pakistan due to financial constraints, limited resources, and low awareness 
[11,12]. Delays in SLE diagnosis stem from a multitude of reasons in LMIC 
settings. These include but are not limited to financial barriers, limited 
diagnostic infrastructure, shortage of specialists and low health education. 
These delays mean that the disease at presentation is more severe and 
harder to manage.

Therapeutically, Case 1 responded well to corticosteroids and 
azathioprine. Case 2 required escalation to mycophenolate, and rituximab 
was considered. Eltrombopag, though reported in pediatric ES [13,14], may 
have contributed to thrombosis in our adult SLE patient, highlighting the 
need for caution [15].

Conclusion: Although uncommon, Evans syndrome may complicate SLE 
with simultaneous ITP and AIHA. These cases underscore diagnostic and 
therapeutic challenges, highlight prognostic factors, and stress the impor-
tance of individualized treatment approaches. Further studies are needed 
to optimize management strategies for secondary ES in lupus.
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