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A Female with Evans Syndrome Presented with Pancytopenia
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Abstract

Evans syndrome is an uncommon haematological disorder characterised by autoimmune
haemolytic anaemia (AIHA), immune thrombocytopenia (ITP) and/or immune neutropenia. It may
occur in all ethnic groups, all ages and has no sex predilection. The direct antiglobulin test (DAT)
is almost invariably positive. This condition generally runs a chronic course and is characterised
by frequent exacerbations and remissions. Corticosteroids and/or intravenous immunoglobulin
(IVIG) are the most commonly used first line therapy. Here we report a case of a female who
presented with severe shortness of breath, palpitation and low grade fever and on examination
she was found severely pale and mildly icteric. Her CBC and PBF showed pancytopenia. Indirect
bilirubin and LDH were raised and direct Coomb s test was positive. She was labeled as a case of
Evans syndrome and responded to oral prednisolone. On subsequent follow-up her haematological

profiles remained normal.

Key words: Evans syndrome,; Pancytopenia, Direct antigloubin test; Prednisolone

Introduction

Evans syndrome is a rare disorder and was first
described in 1951 by R. S. Evans and colleagues.'

This haematological disorder 1is characterised
by the sequential or simultaneous development
of direct antiglobulin test (DAT) positive

autoimmune haemolytic anemia (AIHA), immune
thrombocytopenia (ITP) and/or immune neutropenia
in the absence of known underlying aetiology.> Evans
syndrome seems to be a disorder of immune regulation
but the exact pathophysiology is unknown. It can
be classified as primary (idiopathic) or secondary
(associated with some diseases).” The diagnosis is
made by exclusion of other pathologies, including
infectious, malignant and autoimmune diseases. The
management of Evans syndrome remains a challenge.
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The syndrome is characterised by periods of remission
and exacerbation and response to treatment varies
even within the same individual. Here we report a
case of a female who presented with pancytopenia and
diagnosed as a case of Evans syndrome and responded
well to steroid.

Case report

A 40-year-old housewife admitted in the Department
of Pulmonology in January 2018 through emergency
with severe shortness of breath, palpitation and
low grade fever. She had no history of chest pain,
menorrhagia, blood transfusion, joint pain, oral ulcer,
photosensitivity or other systemic symptoms. She was
normotensive, non-diabetic and non-asthmatic. She
had three uneventful pregnancies. On examination

1. Associate Professor, Department of Haematology, Enam Medical College & Hospital, Savar, Dhaka
2. Associate Professor, Department of Pulmonology, Enam Medical College & Hospital, Savar, Dhaka
3. Associate Professor, Department of Medicine, Enam Medical College & Hospital, Savar, Dhaka

4. Registrar, Department of Medicine, Enam Medical College & Hospital, Savar, Dhaka

Correspondence Md. Rezaul Karim Chowdhury, Email: rkchow?71@gmail.com

114



J Enam Med Col Vol 10 No 2

she was severely pale, mildly icteric and afebrile.
She had no organomegaly, lymphadenopathy, bony
tenderness, purpura and ecchymosis. Her systemic
examination revealed normal findings.

Her complete blood count showed haemoglobin
(Hb) 3.30gm/dL, WBC 3500/cmm (neutrophil
34%, lymphocyte 63%) and platelet 100000/cmm.
Pancytopenia was present in peripheral blood film.
Reticulocyte count was 6% and LDH was 14580
U/L. Indirect bilirubin was raised and direct Coombs’
test was positive. Bone marrow aspiration revealed
erythroid hyperplasia with normal morphology (Fig
1). Blood group was O positive. Her prothombin
time, activated partial thromboplastin time (APTT),
renal function, liver function, blood sugar, abdominal
ultrasound and chest radiography were normal.
Antinuclear antibodies (ANA), HbsAg and Anti-HCV
were found negative.

Her clinical and laboratory findings went in favour
of Evans syndrome haemolytic
anaemia with immune thrombocytopenia). Tablet
prednisolone 60 mg daily was started and one unit
least incompatible O positive blood was transfused.
On subsequent follow-up her haemoglobin was 10.20
gm/dL, and platelet 180000/cmm two weeks after
treatment and haemoglobin 13.8 gm/dL and platelet
273000/cmm after four weeks. In next four weeks

(autoimmune

Fig 1. Bone marrow shows erythroid hyperplasia
with normal morphology
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steroid was gradually tapered and stopped. She was
on regular follow up. She was clinically well and her
complete blood count was within normal range.

Discussion

Evans syndrome is a rare haematologic disturbance
comprised of immune thrombocytopenia, Coombs
test positive immune hemolytic anemia, and/or
immune neutropenia.' It is a rare disease and the exact
frequency is unknown. No sex predilection is known
and Evans syndrome has been described in all ethnic
groups and at all ages.*® The exact pathophysiology
is unknown. However, there is evidence to support
abnormalities in both cellular and humoral immunity
in Evans syndrome. The cytopenias that occur with
Evans syndrome may be related to T cell abnormalities.
Decrease in helper T cells, increase in suppressor
T cells with increased constitutive production of
interleukin 10 and interferon-y cause activation of
autoreactive, antibody-producing B cells.®’ Evans
syndrome can be grouped into primary or idiopathic
where there is no associated other autoimmune
disease and secondary where it is associated with
another autoimmune diseases such as SLE, Sjogren
syndrome, Hodgkin’s disease, or chronic lymphocytic
leukemia.’ In adults an underlying cause can be
expected in 70% of the cases.’ Clinical presentation
includes the features of haemolytic anaemia such as
pallor, lethargy, jaundice, heart failure in severe cases
and features of thrombocytopenia like petechiae,
bruising and mucocutaneous bleeding. Examination
may reveal lymphadenopathy, hepatomegaly and/
or splenomegaly. The Ilymphadenopathy and
organomegaly may be chronic or intermittent and in
some cases may only be apparent during episodes
of acute exacerbation.>®® Our patient presented
with shortness of breath, palpitation and low grade
fever. On examination she was severely pale, mildly
icteric and other general and systemic examination
findings were normal. First line investigations are full
blood count, blood film examination, unconjugated
bilirubin, reticulocyte count and direct antiglobulin
test. A full blood count will confirm the presence of
cytopenias and blood film should be examined for
features of AIHA (polychromasia, spherocytes) and
to exclude other underlying diagnoses (malignancies,
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microangiopathic haemolytic anaemia, congenital

haemolytic and thrombocytopenic conditions).
Features of haemolysis should be sought including
a raised reticulocyte count, unconjugated

hyperbilirubinaemia and decreased haptoglobins. The
direct antiglobulin test (DAT) is almost invariably
positive (although often weakly), even in the absence of
haemolytic anaemia and may be positive for IgG and/
or complement (C3).4>%1%11 The indirect antiglobulin
test may also be positive in 52-83% patients.*!°
Assays for antiplatelet and antigranulocyte antibodies
have shown varied results.'? Evans syndrome is the
diagnosis of exclusion. So other causes of acquired
immune cytopenias like SLE, IgA deficiency,
Common variable immunodeficiency (CVID), HIV,
APLAS, TTP-HUS, Kasabach—Merrit syndrome,
Castelman’s disease and inherited ADAMTS-13
deficiency should be excluded.*'> Bone marrow
aspiration is usually indicated for excluding aplastic
anaemia or an infiltrative processes in patients who
present with pancytopenia. Bone marrow examination
is usually not indicated in classic cases when patients
present with autoimmune haemolytic anemia (AIHA)
or immune thrombocytopenia. Most of the laboratory
parameters were consistent with the features of Evans
syndrome in our patient.

Evans syndrome is characterised by frequent
exacerbations and remissions and the response to
treatment varies even within the same individual.'
Most patients require treatment although occasional
spontaneous remissions have been reported.*
Indications for treatment have not been established
by other evidence-based studies. However, it is
reasonable and usual to treat symptomatic patients
with low blood counts. All asymptomatic patients with
low counts do not require treatment and the decision
to treat or not should be considered according to each
individual case.

Treatment depends on various factors, including
the severity of the condition, presenting signs and
symptoms and patient co-morbidities. Symptomatic
management such as transfusion is required in those
with low blood counts presenting with symptoms
secondary to anaemia or thrombocytopenia. The most
commonly used first-line therapy is corticosteroid
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(prednisolone, methylprednisolone) and/or
intravenous immunoglobulin (IVIG). It is our practice
to use corticosteroids as the initial therapy and to add
IVIG if patients fail to respond or are corticosteroid-
dependent. Although most of the patients have been
observed to respond to corticosteroids initially, the
duration of response can vary and more than half
relapse, making the use of additional or alternative
options imperative.> Rituximab or
splenectomy may be considered in those refractory
to the standard treatment or if steroid-dependent
(>15 mg prednisolone is required daily to prevent
relapse). Danazol has frequently been used as a
second-line treatment option especially with its
corticosteroid-sparing effects.? Again, the responses
can be variable. Immunosuppressive drugs can be used
in those unresponsive to corticosteroids or rituximab.
Various immunosuppressants have been tried, but
cyclosporin A'® and mycophenolate mofetil'® are
the preferred ones due to increased efficacy in
autoimmune conditions. Others that have also been
used include cyclophosphamide!’, azathioprine®, and
sirolimus.”® The choice of the immunosuppressant
is dependent on patient factors, co-morbidities,
and disease severity. Hematopoietic stem cell
transplant has been used very rarely as a last resort
in those unresponsive to all medical treatments. Both
autologous and allogeneic stem cell transplantation
were tried in a small number of patients with mixed
results.* Our patient responded to oral prednisolone.
Now she is not on any drug and on regular follow-up
with normal hematological profile.

treatment

Dietary restrictions are not usually required. Patients
receiving steroid therapy should have some restrictions
placed on their salt, sugar, and fluid intake to prevent
excessive fluid retention. Activities may have to
be restricted to some extent, depending on patient
tolerance and the degree of anaemia and bruising.

The characteristic clinical course of Evans syndrome
includes periods of remission and exacerbation.
Patients rarely do well without treatment and responses
to therapy are variable and often disappointing. Long-
term survival data are limited. In patients followed for
a median range of 3-8 years mortality ranged from
7-36%.* The main causes of death were haemorrhage
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and sepsis. None of these patients developed any
malignancy.

Conclusion

Evans syndrome is an uncommon condition and
generally runs a chronic course and is characterised
by frequent exacerbations and remissions, but
sometimes may present acutely. It is important to
mention that primary Evans syndrome is a diagnosis
of exclusion and causes of secondary Evans syndrome
must be searched because treatment and responses
considerably differ between primary and secondary
Evans syndrome. A positive DAT test confirming
ongoing immune haemolysis is expected. Instead of
monotherapy with corticosteroids, combination of
steroids with newer modalities like rituximab should
be instituted early in order to prevent or delay life-
threatening complications.
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