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A case of Evans syndrome associated with

autoimmune thyroiditis

Abstract

Introduction: Evans syndrome is the occurrence of immune-mediated thrombocytopenia
in the conjunction with autoimmune hemolytic anemia (AIHA). On the other hand,
autoimmune thyroiditis is the presence of antibodies directed to thyroid peroxidase,
thyroglobulin and thyroid stimulating hormone receptor. The association of Evans

syndrome with hypothyroidism or autoimmune thyroiditis is extremely rare.

Case: We present an 8-year-old boy as the first such case in pediatric population diagnosed
with Evans syndrome and neutropenia associated with autoimmune hypothyroidism.
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Introduction

Evans syndrome is characterized by thrombocytopenia that
occurs at the same time with direct Coombs positive autoimmune
hemolytic anemia.! The exact etiology is unclear, however, the
presence of autoantibodies directed towards red blood cells, platelets
and neutrophils is the hallmark of the disease.> The natural course
of this disease is chronic and relapsing and even with aggressive
management, it is still of poor outcome. Management of Evans
syndrome is still challenging, steroids being the first line of treatment
can occasionally cause remission, however exacerbations and relapse
still do occur. Other lines of treatment include immunoglobulins,
rituximab, cyclosporine and splenectomy.® Stem cell transplantation
has been used and results are not reassuring.®

On the other hand, Hashimoto thyroiditis is the most common
cause of immune-mediated hypothyroidism where antibodies cause
destruction of the thyroid cell.” The natural course of the disease
can be subclinical and can even be detected on routine screening but
can progress to more advanced disease. The management of choice
is thyroid hormone replacement that is taken orally for life. Early
detection of the disease and institution of thyroxine therapy will
eventually lead to an excellent prognosis with lesser complications
and morbidities.

Case presentation

This is an 8year old Saudi male patient presented with an acute
onset of severe pallor, fatigue and poor oral intake. There was no
fever, oxygen saturation was 97% room air, blood pressure was
normal for age (115/70) and there was no tachycardia (65beats/min).
Both parents are non-consanguineous and have no medical history of
concern. The child had no history of hypertension, diabetes or other
conditions of medical significance, no history of previous surgeries
and no history of drug allergies. Developmental history is compatible
with his age and vaccination is up to date.

On clinical examination, the child looks pale, not jaundiced
nor cyanosed, non-dysmorphic, there was no organomegaly, ENT
examination was unremarkable, no skin rash or any sign of bleeding,
initial neurologic examination was unremarkable with normal motor
power, sensations and reflexes. Subsequently, he was admitted at the

hospital and diagnosed as coombs positive autoimmune hemolytic
anemia (Table 1).

He started on full supportive measures including intravenous
immunoglobulins (IVIG) 1gm/kg per day for 2doses, and received
a least incompatible blood transfusion, after which the child started
to improve gradually with full activity. His general condition was
normal and started to follow up regularly at the hematology clinic.

During the initial 6months of follow up, his disease showed
frequent relapses and remissions and he presented several times
with thrombocytopenia (platelets count ranging from 10-50 x10%/
ul) and neutropenia (ANC of 0.2-0.8) (Evans syndrome) which were
attributed to his autoimmune hematologic disorder after exclusion of
other causes by bone marrow aspirate that showed normal marrow with
mild erythroid hyperplasia and flow cytometric immunophenotyping
of bone marrow cells that revealed no evidence of immature CD34+
cell population, normal B-Cell population with polyclonal light chain
expression, most importantly there was no evidence of an immature
B-Cell population (CD19+,CD10+), no evidence of immature T-Cell
population (CD3+, TdT+) or T-Cell activation.

He received several times IVIG at 1gm/kg/dose for 2days and
received once oral prednisolone at 2mg/kg/day for 1month followed
by tapering with good transient response and negative coombs test.

Few months later, the child presented with fatigue, significant
weakness, laziness and remarkable change in behavior, he
was thoroughly investigated and was found to have significant
hypothyroidism (Table 2). The child was referred to an endocrinologist
who started him on L-thyroxin that resulted in marked improvement
of his general condition. Nevertheless, he was still suffering of
frequent relapses in the form of pancytopenia that have temporarily
response on steroids (short courses of oral prednisolone 4mg/kg/day
for 4 days) and IVIG.

We further investigated the child when we requested anti-thyroid
antibodies that showed a positive result confirming the diagnosis of
autoimmune thyroiditis (Hashimoto’s thyroiditis) (Table2). At that
time, we decided to start him on anti-CD20 monoclonal antibody
(Rituximab) as a second line of management after IVIG and steroid
failure.
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Table | shows the laboratory tests done at initial presentation

Laboratory item Value Reference value
Hemoglobin 3.5 g/dl I11.5 - 14g/dl
Platelets 163 X 10%/pl 180 - 400 1073/l
Absolute neutrophils 1.5 20-80
Reticulocyte count 6.1 0.5-2.5

G6PD negative negative
Anti-nuclear antibody 7.6 units Less than 20units
Anti-ds-DNA antibody ~ 25.91U/ml Less than 2001U/ml
c3 0.7g/l 0.9-1.8g/l

C4 0.2g/ 0.1-0.4g/I

LDH 350u/l <150u/l

Direct antiglobulin test  Strongly positive negative

Virology screening

including (EBV, CMV, negative negative

hepatitis, HIV)

Table 2 shows the laboratory tests done at follow up

Laboratory item Value Reference value
TSH 150mlu/I 0.52-5.08mlu/I

T3 Opg/ml 2.3-4.2pg/ml

T4 0.15ng/dI 0.89-1.76ng/dI
Cortisol 9.95pg/dl

ACTH 67.34pg/mL 7.2 - 63.3pg/mL
Anti-thyroglobulin antibodies >5001U/ml < 60IU/ml

He received 4 doses of Rituximab (375mg/m? weekly for 4week)
which resulted in marked and sustained improvement of his laboratory
blood works and had a marvelous improvement effect on his general
condition and quality of life.

The child is currently in good condition with no hematologic
manifestations, thyroid function is in good control with daily oral
thyroxine and he is under regular monthly follow up at the hematology
and endocrinology clinics. No evident relapses were recorded for 6
months of follow up.

Discussion

To our knowledge, the case summarized above is the first reported
case with combination of Evans syndrome and Hashimoto’s thyroiditis
in pediatric age group.

Evans syndrome has been reported before to be associated
with multiple immune and non-immune disorders. Costallat et al.,®
described an association in a patient with severe manifestation
of multi-systemic systemic lupus erythematosus.® While in one
review by Michel et al.” Evans syndrome was associated with
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systemic lupus, lymphoproliferative disorders, and common variable
immunodeficiency in 50% of patients.’

Furthermore, few cases with Evans syndrome have been reported
to occur in patients with variable underlying disorders, for instant,
insulin-dependent diabetes mellitus,'® Hodgkin lymphoma,'! coeliac
disease'? and autoimmune hepatitis.'

Only four cases with an association of Evans syndrome and
Hashimoto’s thyroiditis were found in the literature and have been
described solely in adult patients.'*!”

On the other hand, thyroid abnormalities could be a presentation
in different non-endocrine autoimmune disorders such as rheumatoid
arthritis, systemic lupus erythematosus, polyarthritis, Crohn disease
and myasthenia gravis. Few recent reports confirm the association
with autoimmune hematologic diseases as pernicious anemias,
hemolytic anemias and idiopathic thrombocytopenic purpura.'

Polyglandular autoimmune syndromes are rare immune disorders
characterized by the coexistence of at least two endocrine gland
insufficiencies with possible occurrence of non-endocrine immune
disorders. Meanwhile our patient had no other endocrinal manifestation
that could raise the possibility of the described syndrome."

The optimal management of this association necessitates a
multidisciplinary team approach. We managed our patient through
a team including a pediatrician, endocrinologist and hematologist
as better communication between health care staff will facilitate
early detection of any complication and subsequent management.
Steroids and IVIG have been tried for our patients but were always
associated with transient effects. Second line therapy includes
immunomodulating agents, our patient was started successfully on
Rituximab (an anti CD20 monoclonal antibody that is approved for
treatment of B-cell lymphomas) and that has been tried in refractory
cases of Evans syndrome. Primary results were reassuring with
normalization of the laboratory results, and the patient is currently
following up regularly in a good general condition.

Conclusion

Every effort should be done to thoroughly investigate autoimmune
disorders that may affect a specific organ in any case that present with
immune mediated hematologic condition. This will assist in early
detection and management of such conditions to avoid adverse events
that might alter the course of the disease and quality of life.
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