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Evans syndrome: A purpose of a case
Juan D. Díaz-García* and Fabián A. Carrera-Patiño
Internal Medicine Division, Hospital General “Dr. Manuel Gea González”, Secretaría de Salud, Mexico City, Mexico

CLINICAL CASE

Abstract

Evans syndrome is a very rare disorder in medical practice that can be both idiopathic and secondary to another underlying 
pathology. It is a clinical manifestation of autoimmune hemolytic anemia (AIHA) that can be simultaneous or subsequent to 
autoimmune thrombocytopenia (AITP). Sometimes, it can be accompanied by autoimmune neutropenia. It is estimated that 0.8-
4% of patients with ITP or AIHA suffer from this syndrome. The case of a 32-year-old female patient with a history of systemic 
lupus erythematosus is described, who was admitted at the emergency unit of our hospital, presenting symptoms of asthenia, 
adynamia, and hyporexia.
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Introduction 

Evans syndrome is a very rare disorder that is de-
fined as the simultaneous or sequential presentation of 
autoimmune hemolytic anemia (AIHA) plus autoim-
mune thrombocytopenia (AITP) and/or autoimmune 
neutropenia, with a positive direct Coombs test, in case 
of a unknown underlying etiology1. Some patients may 
present symptoms of hemolytic anemia and later de-
velop cytopenias within months or years 

3 after the initial onset. It is estimated that approx. 
15-30% of AIHAs that occur in children are due to Ev-
ans syndrome2,3. Compared to the onset of AIHA alone, 
Evans syndrome is more difficult to treat, tending to 
chronicity and relapses. In 50% of cases, it is associ-
ated with autoimmune systemic disease such as sys-
temic lupus erythematosus (SLE), lymphoproliferative 
disease, or primary immunodeficiency4. The median 
age of presentation ranges from 55 to 77 years; how-
ever, there is no predominant sex ratio and it has been 
reported in all age groups. 

A variety of immunoregulatory abnormalities has 
been described. Although, no specific abnormality has 

been identified. The generation of autoantibodies di-
rected against specific antigens in each of the blood-
lines with cross-reaction mechanisms seems to be the 
main pathophysiology mechanism5. Premature immu-
nosenescence is a pathological mechanism that has 
been associated and may occur due to chronic immune 
stimulation, such as persistent viral infections6. In ad-
dition, genetic factors that favor premature differentia-
tion and/or persistence of senescent immune cells 
could be a predisposing factor for autoimmunity, even 
in the absence of persistent infections. However, de-
spite our greater molecular understanding, the question 
of whether genetic predisposition contributes to auto-
immune cytopenia remains unresolved for most 
patients7.

This is usually a chronic condition, which is charac-
terized by frequent exacerbations and remissions. The 
clinical presentation includes the usual characteristics 
of hemolytic anemia: paleness, lethargy, jaundice, and 
heart failure in severe cases and thrombocytopenia: 
petechiae, bruises, and mucocutaneous hemorrhage8. 
Tests may reveal lymphadenopathy, hepatomegaly, and/
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or splenomegaly. First-line therapy usually consists of 
corticosteroids and/or intravenous immunoglobulin 
(IVIg), to which most patients respond; however, relapse 
is frequent9. Options for second-line therapy include 
immunosuppressive drugs, especially cyclosporine or 
mycophenolate mofetil; vincristine; danazol; or a com-
bination of these agents10. More recently, a small num-
ber of patients have been treated with rituximab, which 
induces remission in most cases, although such re-
sponses are often maintained for < 12 months and the 
long-term effects in children are unclear11,12. Splenecto-
my can also be considered, although long-term remis-
sions are less frequent than in uncomplicated ITP13. For 
very severe and refractory cases, stem cell transplan-
tation (SCT) offers the only possibility of long-term cure. 
The limited data available suggest that allogeneic SCT 
may be superior to autologous SCT, but both carry risks 
of severe morbidity and transplant-related mortality14.

Clinical case

A 32-year-old female patient without a significant 
heredofamilial history and a medical history of SLE 
diagnosed in 2018 with the following serological profile: 
antinuclear antibodies by immunofluorescence: 1:1000, 
centromere pattern +; anti-SSA positive antibodies; an-
timitochondrial antibodies: positive; and anti-double 
stranded DNA antibodies: 48.4 UI/ml in treatment with 
azathioprine 50 mg orally every 12 h.

Clinical onset characterized by the presence of as-
thenia, adynamia, and hyporexia.

On admission to the emergency unit, the patient pre-
sented the following vital signs: blood pressure 
110/60 mmHg, heart rate 90 beats/min, respiratory rate 
18 breaths/min, and oxygen saturation rate (SpO2) of 
94%. During the physical examination, the patient was 

dehydrated and with pale teguments and mucous 
membranes.

Paraclinical exams were requested. They presented 
the following results: hemoglobin 8.9 g/dL, hematocrit 
24.5%, mean corpuscular volume 103 fL, mean corpus-
cular hemoglobin 36  pg, platelets 8  103/mL, total 
bilirubin 2.15 mg/dL, direct bilirubin 0.3 mg/dL, indirect 
bilirubin 1.85 mg/dL, and lactic dehydrogenase 445 U/L. 
As part of the anemic syndrome approach, Vitamin 
B12, folic acid, and iron kinetics, that did not show any 
alterations, corrected reticulocytes count 3.4% and a 
direct positive Coombs test was also performed.

Regarding medical imaging exams, a liver and spleen 
scan (gammagraphy) with 99-mTc colloidal sulfide was 
performed, which reported splenomegaly without focal 
lesions suggesting hypersplenism (Fig. 1).

Disease management was initiated with 1-g methyl-
prednisolone intravenous (IV) every 24 h for 3  days. 
After completion of the treatment, platelet control was 
requested, which reported 10 103/mL. Thus, treatment 
continued with 6-g IV immunoglobulin (IVIg) by infusion 
pump and hydrocortisone 150 mg-75 mg-75  mg for 
2 days, with a subsequent platelet count of 6 × 103/mL. 
This was the reason for adjusting corticosteroid admin-
istration to 12 mg dexamethasone IV. Given the inade-
quate response to such management, splenectomy 
was performed 3 days later. Hematic control biometrics 
was requested 2 weeks after the surgery, which report-
ed the following: hemoglobin 13.4  g/dL, hematocrit 
40.9%, mean corpuscular volume 96.7 fL, mean cor-
puscular hemoglobin 31.7 pg, and platelets 76 × 103/mL. 
With a final diagnosis of Evans syndrome, the patient 
was discharged with 12  mg dexamethasone-based 
management orally every 24 h, 50  mg azathioprine 
every 24 h, and 5 mg Folic acid every 24 h.

Figure 1. Liver and spleen scan (gammagraphy) with 99-mTc colloidal sulfide, which reported splenomegaly without 
focal lesions suggesting hypersplenism.
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Discussion and conclusions

AITP and AIHA usually occur as distinct clinical en-
tities. In the year 1951, Evans described a syndrome 
characterized by the combination of AITP and AIHA1,2. 
This association led him to postulate similar immune 
pathogenesis for both hemolytic anemia and thrombo-
cytopenia. Even both entities usually occur in associa-
tion with other autoimmune disorders, particularly 
SLE3,4.

Three to sixteen percent of patients with SLE present 
with AITP as an initial manifestation of the disease and 
20-25% of patients with AIHA develop AITP, while the 
evolution toward Evans syndrome is relatively uncom-
mon in patients with AITP5,6. In different series, all 
patients presented with thrombocytopenia (100%) and 
only two of them (18%) had clinical evidence of auto-
immune hemolysis during the initial onset7. This em-
phasizes the importance of performing a Coombs test 
in all patients who are diagnosed with AITP and during 
follow-up8.

Evans syndrome is the manifestation of AIHA that can 
be simultaneous or subsequent to AITP and can some-
times be accompanied by autoimmune neutropenia7,8. 
According to its origin, it can be an idiopathic or sec-
ondary event; approximately 50% is of the first type and 
of the secondary group, 41% is associated with auto-
immune diseases (more frequently with SLE), and 17% 
is associated with immunodeficiencies (usually due to 
common variable immunodeficiency) and lymphomas. 
Clinical manifestations include data on AIHA and 
AITP: paleness, lethargy, jaundice, heart failure (in se-
vere cases), petechiae, bruises, and mucocutaneous 
hemorrhage, among others. Lymphadenopathy, hepato-
megaly, and splenomegaly may also be reported. In 
addition, laboratory tests can detect polychromasia, 
spherocytes, reticulocytosis, unconjugated hyperbiliru-
binemia, and a decrease in haptoglobin and a positive 
direct Coombs test9.

Although Evans syndrome is a blood disorder, which 
is related to several diseases of immunological origin, 
it is very common to find patients that present an onset 
of autoimmune disease with this syndrome, without any 
other clinical presentation that may suggest the diag-
nosis of SLE. Hence, we believe it is necessary to look 
for laboratory criteria for SLE, in those patients who 
have Evans syndrome10.

Those patients who present with Evans syndrome 
associated with SLE generally have a chronic and 
relapsing clinical course, with a higher number of ad-
missions. Hence, it is recommended that once this 

association is found, laboratory tests have to be per-
formed more frequently than in those patients with SLE, 
solely to treat relapses, as soon as possible11.

First-line therapy is with corticosteroids; prednisone 
at a dose of 1-2 mg/kg/day or methylprednisolone, at a 
dose of 30 mg/kg/day, for 3 days, and then 20 mg/kg/day, 
for 4 days, following a dose of 10, 5, 2, and 1 mg/kg/day, 
1 week each. A  range of medications can be used in 
second-line therapy such as cyclosporine, cyclophos-
phamide, danazol, rituximab, among other immunosup-
pressants, as well as chemotherapeutic agents, thera-
py antibodies, infrequently administered drugs, 
splenectomy, and plasmapheresis12.

Evans syndrome has a favorable prognosis with the 
appropriate treatment. However, it is associated with 
other autoimmune conditions involved in severe condi-
tions. It is shown that patients over 60 years of age are 
at greater risk of cardiovascular complications related 
to AIHA and infections after splenectomy13,14.

Therefore, we can conclude that Evans syndrome is 
an entity that is potentially underrecognized in adult pa-
tients. The existence of hemolytic anemia with positive 
Coombs test, as well as thrombocytopenia, obliges the 
clinician to rule out the possibility of the presence of this 
syndrome, as the impact on the prognosis depends on 
its recognition and early management because the latter 
is generally refractory to treatment with corticosteroids, 
IVIg, and splenectomy. For the early treatment of this 
condition, a direct Coombs test must be performed and 
interpreted together with other laboratory tests and clin-
ical exams to avoid false negatives.

Acknowledgments

The authors would like to thank the Internal Medicine 
and Rheumatology Divisions of the General Hospital 
“Dr. Manuel Gea González” Mexico City, Mexico.

Conflicts of interest

The authors declare that they have no conflicts of 
interest.

Ethical disclosures

Protection of human and animal subjects. The 
authors declare that no experiments were performed 
on humans or animals for this study.

Confidentiality of data. The authors declare that 
they have followed the protocols of their work center on 
the publication of patient data.



J.D. Díaz-García and F.A. Carrera-Patiño.: Evans syndrome

69

Right to privacy and informed consent. The au-
thors have obtained the written informed consent of the 
patients or subjects mentioned in the article. The cor-
responding author is in possession of this document.

References
	 1.	 Wang WC. Evans syndrome in childhood: pathophysiology, clinical cour-

se, and treatment. Am J Pediatr Hematol Oncol. 1988;10:330-8.
	 2.	 Aladjidi N, Leverger G, Leblanc T, Picat MQ, Michel G, Bertrand Y, et al. 

New insights into childhood autoimmune hemolytic anemia: a French na-
tional observational study of 265 children. Haematologica. 2011;96:655-63.

	 3.	 Vaglio S, Arista MC, Perrone MP, Tomei G, Testi AM, Coluzzi S, et al. 
Autoimmune hemolytic anemia in childhood: serologic features in 100 ca-
ses. Transfusion. 2007;47:50-4.

	 4.	 Price V. Auto-immune lymphoproliferative disorder and other secondary immune 
thrombocytopenias in childhood. Pediatr Blood Cancer. 2013;60 Suppl 1:S12-4.

	 5.	 Al-Herz W, Bousfiha A, Casanova JL, Chatila T, Conley ME, Cunnin-
gham-Rundles C, et al. Primary immunodeficiency diseases: an update on 
the classification from the international union of immunological societies 
expert committee for primary immunodeficiency. Front Immunol. 2014;5:162.

	 6.	 Fülöp T, Larbi A, Pawelec G. Human T cell aging and the impact of 
persistent viral infections. Front Immunol. 2013;4:271.

	 7.	 Rensing-Ehl A, Janda A, Lorenz MR, Gladstone BP, Fuchs I, Abinun M, 
et al. Sequential decisions on FAS sequencing guided by biomarkers in 
patients with lymphoproliferation and autoimmune cytopenia. Haemato-
logica. 2013;98:1948-55.

	 8.	 Norton A, Roberts I. Management of Evans syndrome. Br J Haematol. 
2006;132:125-37.

	 9.	 Cimá-Castañeda MA, Ayala-López PM, Lara-Palacios MI, Abblitt-Luen-
gas SM, Jiménez-Báez MV. Síndrome de Fisher-Evans o de Evans. Rev 
Hematol Mex. 2016;17:144-9.

	 10.	 Hou M, Peng J, Shi Y, Zhang C, Qin P, Zhao C, et al. Mycophenolate 
mofetil (MMF) for the treatment of steroid-resistant idiopathic thrombo-
cytopenic purpura. Eur J Haematol. 2003;70:353-7.

	 11.	 Galor A, O’Brien T. Rituximab treatment for relapsed autoimmune he-
molytic anemia in Evans syndrome. Int J Hematol. 2003;78:335-6.

	 12.	 Quinn JP, Gilligan OM, Horgan M. Evan’s syndrome complicating multi-
centric Castleman’s disease--dramatic response to rituximab. Eur J Hae-
matol. 2004;73:384-5.

	 13.	 Michel M, Chanet V, Dechartres A, Morin AS, Piette JC, Cirasino L, et al. 
The spectrum of Evans syndrome in adults: new insight into the disease 
based on the analysis of 68 cases. Blood. 2009;114:3167-72.

	 14.	 Ades L, Mary JY, Robin M, Ferry C, Porcher R, Esperou H, et al. Long-
term outcome after bone marrow transplantation for severe aplastic ane-
mia. Blood. 2004;103:2490-7.


