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Background: Primary Evans Syndrome is a typically idiopathic systemic illness associated
with a number of autoimmune conditions and lymphomas and characterized by Coombs-
positive warm-agglutinin Autoimmune Hemolytic Anemia (AIHA) and
thrombocytopenia. The disease can be severe and prolonged with multiple recurring disease

immune

flares. Its association with dermatomyositis remains exceedingly rare and all reported cases
have been accompanied by generalized subcutaneous edema.
Case Report: We report a case of a 24-year-old male with a decade-long medical history of

4313 Evans Syndrome who presented to the emergency room with a one-week history of shortness
of breath and fatigue. An extensive workup revealed severe anemia, thrombocytopenia and a
left hemothorax. Active included video-assisted thoracoscopy with
decortication, blood products and autoimmune investigation. He was ultimately diagnosed
with dermatomyositis after an electromyograph showed findings consistent with
demyelinating peripheral polyneuropathy of motor nerves.
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Conclusion: Evans syndrome associated with dermatomyositis is extremely rare and this is to
our knowledge the first reported case of Evans syndrome associated with dermatomyositis
without generalized subcutaneous edema.
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' i Introduction
(https://creativecommons.org/li i . . .
Evans syndrome is characterized by the simultaneous or sequential occurrence of Coombs-
censes/by/4.0/).

positive warm-agglutinin Autoimmune Hemolytic Anemia (AIHA) and Immune
Thrombocytopenia (ITP) without an underlying origin and may present with or without
immune neutropenia [1]. Thrombocytopenia, anemia and neutropenia may be severe and prolonged resulting in a progressive
decline of health despite treatment. Primary Evans syndrome is typically idiopathic, but Evans syndrome has been associated
with a number of autoimmune conditions and lymphomas [2]. Despite Evans syndrome’s association with autoimmune
conditions, its association with dermatomyositis remains exceedingly rare with only 6 cases in the literature. [3-8]
Dermatomyositis is an inflammatory disease that primarily affects the proximal muscle groups in a symmetric fashion with a
number of extramuscular manifestations [9]. Based on the 6 cases described, each time dermatomyositis is associated with Evans
syndrome, it is also accompanied by generalized subcutaneous edema [3-8]. Evans syndrome is not commonly associated in the
literature as a predisposing factor for other autoimmune conditions. Here we present an atypical case of Evans syndrome
associated with dermatomyositis in which a 24-year-old with an established history of Evans syndrome developed underlying
dermatomyositis without generalized subcutaneous edema leading to repeated flares of his Evans syndrome.
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Case Presentation

This is a case of a 24-year-old male with a long medical history of Evans Syndrome who presented to the emergency room with
a one-week history of shortness of breath and fatigue. The patient described himself as physically active and regularly played
flag football with his friends. He denied fevers, chills, sick contacts, or recent travel. The patient suffered chronically from Evans
syndrome since early adolescence and had been receiving blood transfusions nearly weekly for years due to increasingly frequent
flares. The patient noted skin changes on both hands evolving over the past few years that he believed to be warts and bilateral
calf pain for the past few months. On presentation to the ED his vitals were stable. Initial laboratory values were significant for
very low hemoglobin (4.1 g/dL) ([12.6-16.7g/dL]) and platelet count (11 x 103uL) ([139-361 x 103uL]). Imaging was significant for
a complex collection of fluid overlying the entire left hemithorax (Fig. 1). On physical exam, the patient had decreased breath
sounds over the left chest with dullness to percussion. The patient had a dull purple rash around his eyes as well as facial
flushing. Additionally, the patient had suspicious bilateral dorsal Proximal Interphalangeal (PIP) and Metacarpophalangeal
(MCP) joint plaques (Fig. 2).

The patient was adequately resuscitated with 2 units of Packed Red Blood Cells (PRBC). Further studies (Table 1) revealed an
undetectable haptoglobin <30 mg/dl [44-215 mg/dl] and LDH of 803 U/L [140-271 U/L], compatible with hemolytic anemia.
Thoracic surgery was consulted who performed a Video-Assisted Thoracoscopy (VAT) with decortication. Intraoperatively, the
patient was found to have a hemothorax. On further questioning, the patient likely suffered minor trauma from his most recent
flag football game that resulted in the intrathoracic bleed. The patient’s unusual skin findings, deep muscle pains and history of
Evans syndrome prompted further autoimmune workup, as these were suspicious for the heliotrope rash and Gottron’s papules
of dermatomyositis. The following antibodies (Table 2) were positive: Anti-Nuclear Antigen (ANA) (1:160 with a speckled
pattern), SS5-A/Ro and Anti-smooth muscle IgG. Aldolase was elevated (8.8 microkat/L) [<7.7 microkat/L]. The Direct Coombs
test was positive for IgG and the cold agglutinin titer was negative. Electromyography (EMG) showed findings consistent with
demyelinating peripheral polyneuropathy of motor nerves. With all of the above findings and his clinical presentation, he was
ultimately diagnosed with dermatomyositis. The patient was treated with corticosteroids and Intravenous Immunoglobulin
(IVIG), followed by oral cyclosporine with corticosteroids. This patient’s uncontrolled dermatomyositis was determined to be
the source of the recurrent flares of his Evans syndrome. The patient underwent nonemergent splenectomy several months after
admission due to continued splenic enlargement and sequestration due to recalcitrant Evans syndrome. He has continued to
follow up regularly with hematology/oncology for transfusions.
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Figure 1: Complex collection of fluid overlying the entire left hemithorax. The red lines indicate the approximate lung borders,
opacity within this space compared to the right side represents fluid overlying the lung. There is a complete loss of the
costophrenic angle and evidence of fluid tracking both laterally and medially up to the superior portion of the lung.

http://dx.doi.org/10.46889/JCMR.2023.4313 https://athenaeumpub.com/journal-of-clinical-medical-research/


http://dx.doi.org/10.46889/JCMR.2023.4313
https://athenaeumpub.com/journal-of-clinical-medical-research/
https://athenaeumpub.com/journal-of-clinical-medical-research/

Figure 2: Flat-topped, hyperkeratotic, scaly plaques on the PIP and MCP (black arrow) joints pathognomic for Gottron papules
of dermatomyositis.

Lab Analysis Value Reference
Hemoglobin 4.1g/dL 12.6-16.7g/dL
Platelet Count 11x103uL 139-361x103uL
Haptoglobin <30mg/dL 44-215mg/dL
Lactate Dehydrogenase 803U/L 140-271U/L
Direct Coombs (Igg) Positive Negative
Cold Agglutinin Negative Negative

Table 1: Laboratory results on admission.

Lab analysis Value Reference
Anti-Nuclear Antigen (ANA) 1:160 with a speckled pattern Negative
SS-A/Ro Positive Negative
Anti-smooth muscle (IgG) Positive Negative
Aldolase 8.8U/L <7.7U/L

Table 2: Serum antibody results.
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Discussion

There has been interest in recent years in classifying Evans syndrome as primary or secondary, the latter being associated with
SLE, scleroderma, thyroid disease, other autoimmune conditions and certain lymphoproliferative disorders such as chronic
lymphocytic leukemia [2]. It should be noted that primary Evans syndrome is a diagnosis of exclusion and a full autoimmune
workup should be undertaken before making the diagnosis. Autoimmune conditions developing in the setting of Evans
syndrome are not well documented in the literature. In our patient’s recalcitrant Evans syndrome, flares may be related to
untreated dermatomyositis. This case highlights the importance of close follow-up and high clinical suspicion for new
autoimmune conditions that may develop many years after the initial diagnosis of Evans syndrome with either new symptoms
or flares of familiar symptoms. Despite Evans syndrome’s association with autoimmune conditions, its association with
dermatomyositis is exceedingly rare with only 6 cases described in the literature to this point [3-8]. Of these, all were associated
with generalized subcutaneous edema from dermatomyositis. Generalized subcutaneous edema was absent in our patient.

Dermatomyositis is characterized by one major criterion, either a characteristic skin finding or skin biopsy and at least four minor
criteria including proximal muscle weakness, elevated muscle enzymes, positive myositis-specific antibodies, evidence of
systemic inflammation and spontaneous muscle pains, among others, criteria our patient fulfilled [9]. Development of
dermatomyositis is not benign and it is imperative that patients with a new diagnosis of dermatomyositis are screened for
underlying malignancies especially in the first five years of diagnosis [9]. This highlights the importance of early diagnosis of
secondary or underlying conditions in Evans syndrome as these can carry their own independent risks for greater disease burden
related to late screening.

Management of Evans syndrome and dermatomyositis are similar with corticosteroids being first-line treatment and second-line
treatments being steroid-sparing immunosuppressive drugs. IVIG is often added to corticosteroids in Evans syndrome
depending on the extent of ITP [1,9]. Second-line therapy in Evans usually includes immunosuppressants such as rituximab,
sirolimus, tavalisse and mercaptopurine. [1] As our patient did not respond to systemic corticosteroids alone, we started IVIG
for a short period followed by oral cyclosporine with corticosteroids. For second-line treatment in dermatomyositis, azathioprine
and methotrexate are frequently used and mycophenolate is preferred if there is pulmonary involvement [9]. Last line therapy
for Evans syndrome includes splenectomy which our patient ultimately underwent.

Conclusion

There are four main conclusions to draw from this case. Firstly, Evans syndrome should prompt full autoimmune workup as it
is a diagnosis of exclusion. Secondly, close follow-up of Evans syndrome over time is important as it may predispose patients to
develop other autoimmune conditions such as dermatomyositis many years after the initial diagnosis of Evans syndrome. This
is particularly true in patients with recalcitrant or frequently flaring Evans syndrome. Thirdly, surveillance and early diagnosis
of secondary diagnoses are key as these conditions may carry their own sets of screening guidelines and concerns such as
malignancy screening in dermatomyositis. These patients may benefit from repeated autoimmune workups as symptoms evolve.
Lastly, Evans syndrome associated with dermatomyositis is extremely rare and this is to our knowledge the first reported case
of Evans syndrome associated with dermatomyositis without generalized subcutaneous edema. Despite the rarity of the
association, patients with dermatomyositis and anemia with or without subcutaneous edema should be evaluated for hemolysis
and a new diagnosis of Evans syndrome should prompt thorough autoimmune workup and malignancy surveillance to rule out
secondary associations.
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