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Description
Evans Syndrome (ES) is an uncommon and intricate disorder 

defined by the simultaneous or sequential occurrence of Auto 
Immune Hemolytic Anemia (AIHA) and Immune 
Thrombocytopenia (ITP), with or without involvement of other 
blood cell lines, including neutropenia. Being largely 
unpredictable, its diagnosis and management present 
challenges, especially due to its rare occurrence and variation in 
clinical presentation. This article seeks to address the difficulties 
encountered in the diagnosis and treatment of ES, emphasizing 
the unique characteristics of this syndrome and the need for 
personalized treatment strategies.

A complex pathophysiology
The pathophysiology of evans syndrome involves immune-

mediated elimination of Red Blood Cells (RBCs), platelets and 
occasionally neutrophils, often caused by non-cross-reacting 
autoantibodies that target specific antigens for each of these cell 
types. This complex immune dysregulation renders ES a difficult 
condition to manage, as patients face multifaceted cytopenias 
that require careful adjustment of immunosuppressive 
treatments. Although the exact cause of evans syndrome 
remains largely unclear, increasing evidence points to both 
primary and secondary forms of the syndrome.

Primary evans syndrome is idiopathic, lacking an identifiable 
underlying condition, whereas secondary evans syndrome has 
been linked to various disorders, including viral infections (such 
as HIV and hepatitis C), Systemic Lupus Erythematosus (SLE), 
Chronic Lymphocytic Leukemia (CLL) and Autoimmune 
Lymphoproliferative Syndrome (ALPS). The intricacy of 
secondary ES emphasizes the necessity for comprehensive 
diagnostic evaluations to uncover underlying conditions, which 
may need specialized treatment. Nevertheless, when these 
secondary causes are absent, ES is frequently classified as a 
primary, idiopathic disorder that requires a more general 
immunosuppressive treatment approach.

Diagnostic challenges and clinical presentation
The diagnosis of evans syndrome is a complex process of 

exclusion. Due to the diverse range of clinical symptoms, a 
thorough assessment of the patient’s clinical history and 
laboratory tests is important. This may involve blood smear

examination, bone marrow aspiration and imaging studies to 
eliminate other possible causes of cytopenias. In the case of the 
27-year-old patient discussed in this article, a Complete Blood 
Count (CBC) indicated significant anemia, thrombocytopenia and 
a positive direct Coombs test, which strongly indicated AIHA. The 
bone marrow biopsy confirmed erythroid hyperplasia, further 
substantiating the diagnosis of evans syndrome.

A significant challenge in diagnosing ES is distinguishing it from 
other conditions that cause cytopenias, such as infections, 
malignancies and autoimmune diseases. The patient in this case 
had no secondary comorbidities, which facilitated a clearer 
diagnosis. However, in clinical practice, secondary causes of 
evans syndrome are prevalent and it is vital to rule out 
conditions like SLE or viral infections that can resemble the 
presentation of ES.

Treatment options: Steroids, immunosuppressive
therapy and rituximab

The management of Evans syndrome has progressed over the 
years, but it remains difficult due to the unpredictable nature of 
the disease and its resistance to initial treatments. 
Corticosteroids like prednisone are usually the primary 
treatment and can bring relief in many instances. However, as 
seen in numerous cases, including the one described here, many 
patients experience a relapse after the first course of steroid 
therapy. This creates a need for second-line treatments.

The role of rituximab in treating steroid-resistant ES has 
garnered increasing attention. Recent research has shown that 
rituximab, an anti-CD20 monoclonal antibody, is a better 
treatment option, especially for patients with ongoing or 
recurrent disease. When combined with corticosteroids, 
rituximab has demonstrated high remission rates, occasionally 
reaching up to 76%. This positions it as a valuable resource in 
managing ES, particularly in cases that are resistant to steroids or 
have a secondary underlying cause.

Additionally, other immunosuppressive drugs like cyclosporine 
A, mycophenolate mofetil and azathioprine have been utilized 
for resistant cases. The choice of treatment is typically 
customized to the patient’s condition and the severity of the 
disease. For instance, the patient mentioned here was first 
treated with steroids, leading to improvements in anemia and 
thrombocytopenia. However, if a relapse occurs, Rituximab might
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might be considered, particularly due to the absence of 
secondary comorbidities, which would lessen the risk of 
complications.

Conclusion
Evans syndrome is a rare but potentially serious disorder that 

demands prompt and assertive treatment. The infrequency of 
the condition, coupled with its complicated pathophysiology,

makes diagnosis and treatment a challenging task for healthcare
professionals. Although corticosteroids continue to be the
foundation of treatment, patients with steroid-resistant disease
may gain from second-line therapies like rituximab. As more
information emerges through global collaborations, it is
anticipated that management approaches will continue to
improve, leading to better outcomes for patients facing this
puzzling condition.
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