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Evans syndrome: doubling the risk of relapse and complications!
Association of AIHA, ITP and CIN; 1-9/1,000,000 of whom  60-70% females

Jaime-Pérez JC et al, J Blood Med. 2018
Evans R et al, AMA Arch Intern Med 1951

Michel M et al, Blood 2009
Fattizzo B et al, Blood Adv 2021

Defined by Robert Evans in 1951 as the association of autoimmune hemolytic anemia (AIHA) and immune

thrombocytopenic purpura (ITP).

- first diagnostic criteria of ES:
• anemia, reticulocytosis, increased blood bilirubin and fecal urobilinogen, no family history of hemolytic diseases,

evidence of antibodies against erythrocytes at 37°C, hemolysis of transfused erythrocytes

• the presence of purpura, prolonged bleeding time

• bone marrow aspiration with normal or increased number of megakaryocytes

• absence of exogenous toxic agents or a baseline disease.

- modified definition of Evans:
destruction of at least two hematological blood lineages, as observed in patients with neutropenia, hemolytic anemia and

thrombocytopenia.



N=203, Median age 16.3 years (1.2-41.0) studied from 2004

• 80 underwent genetic testing
• 52 (65%) received a genetic diagnosis : 49 germline mutations/ 3 somatic variants. 

• 40% had pathogenic mutations in genes involved in primary immunodeficiencies (TNFRSF6, CTLA4, STAT3, PIK3CD, 

CBL, ADAR1, LRBA, RAG1, and KRAS)

Mutated cases showed:

• more severe disease with a greater frequency of additional immunopathologic manifestations

• and >number of lines of treatment.
• Six mutated patients died during the study



Fattizzo B et al, Blood Advances 2021

Epidemiology in adults is different (> AID 
and LPD and <PID): which gene panel?

ES was secondary to or associated with
underlying conditions in 24 cases (21%), mainly
other autoimmune diseases and hematologic
neoplasms.



1. CBC, Blood smear, hemolytic markers + DAT
2. Serum protein electrophoresis and serum

immunoelectrophoresis (immunofixation)
3. Measurement of serum immunoglobulin concentrations
4. Antinuclear ± anti-dsDNA antibodies
5. Anticardiolipin antibodies and lupus anticoagulant assay*
6. HIV and HCV tests, HBV test
7. CT scan of the chest, abdomen, and pelvis
8. Bone marrow biopsy



Fattizzo B et al, Blood Advances 2021

• All patients received first-line steroids+/- IVIG
• 23% needed early additional therapy “primary refractoriness”
• 2nd line rituximab, splenectomy, immunosuppressants, thrombopoietin receptor agonists, and others, with response rates 

>80%.
• 70% relapsed and 54% required >3 therapy lines.
• Infections in 33% and thrombosis in 21% of patients, mainly grade >3, correlated with n. therapy lines.
• Mortality of 2.4 per 100 persons year à associated with anemia at onset and occurrence of relapse, infection, and 

thrombosis.

Treatments, complications and outcomes











Take home messages

• ES is the combination of multiple immune mediated cytopenias.

• Disease course is unpredictable and marked by multiple relapses, and high risk of infections and 

thrombosis associated with mortality

• Each cytopenia should be treated as it presents but considering the disease and ist potential 

complications as a whole.

• Steroids are the preferred first line therapy to be used with different schedules in ITP, wAIHA and CAD

• Rituximab is the preferred second line in most cases but in those with increased infectious risk

• TPO-RA pose the challenges of frequent oscillations and higher thrombotic risk than in primary ITP

• Splenectomy is overall discouraged given the increased infectious and thrombotic risk in ES

• Thromboprophylaxis should be always considered during hemolytic crises

• Recombinant erythropoietin is suggested in anemic patients with reticulocytopenia
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