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NONEPISODIC ANGIOEDEMA WITH
EOSINOPHILIA

Episodic angioedema with eosinophilia, also known as Gleich
syndrome, was first described in 1984.!3 This syndrome was
characterized by recurrent peripheral angioedema, fever, weight
gain, elevated serum IgM level, and peripheral eosinophilia of
unknown origin. It affected predominantly females and had a
benign, relapsing course, lacking any internal organ involvement.
A nonepisodic variant of angioedema has also been reported by
Chikama et al and is observed frequently in Japan.** The non-
episodic variant consisted of a single attack of persistent edema
of the extremities associated with peripheral eosinophilia, lack of
IgM level elevation, and, normally, a less severe course than the
episodic type. To our knowledge, this is the first report of
idiopathic, rapidly progressing, nonepisodic angioedema with
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Figure 1. General appearance before (A) and during (B) the initial phase
of the angioedema episode.

eosinophilia associated with mediastinal edema in a young
man.

A 34-year-old, otherwise healthy construction worker presented
to the emergency department in summer 2008 with generalized
fatigue, muscle aches, slight fever, and significant upper extremities
swelling with no evidence of rashes (Fig 1). He had been vacation-
ing at his trailer in Southeastern Ontario but denied any prior
respiratory tract infection, trauma, bug bites, or use of new medi-
cations. Initial investigations showed a marginally elevated periph-
eral white blood cell count (WBC) and eosinophil count. An upper-
extremity blood clot was ruled out, and he was discharged home on
comfort measures with a presumed diagnosis of a viral myositis.
Two days later, he returned to the hospital with rapidly progressing
generalized edema involving his face, neck, arms, upper chest, and
abdomen. His weight had increased by 34.5%, his vital signs were
stable, and he was afebrile. Physical examination revealed no rashes;
he had no enlarged lymph nodes or organomegaly. Subsequently, he
developed worsening shortness of breath requiring oxygen and
pleuritic chest pain. His blood work showed a markedly elevated
WBC and eosinophils count, peaking at 62.6 X 10°L and 45 X
10°/L, respectively; his initial hemoglobin level was 126 g/L, and his
platelet count was 152 X 10%/uL. He maintained normal levels of
urea, creatinine, serum electrolytes, and liver enzymes. Com-
puted tomography of the chest ruled out pulmonary embolus but
revealed bilateral pleural effusions; cardiac magnetic resonance
imaging demonstrated a small pericardial effusion, but no obvi-
ous infiltration of cardiac muscle was noted. The deltoid muscle
biopsy performed at the initial emergency department visit re-
vealed eosinophil infiltration with intact muscle fibers. Quanti-
tative measurement of immunoglobulins, complement (C3, C4,
C1 esterase inhibitor, and C1lq binding), and vitamin B, levels
were within normal limits. A bone marrow aspiration and biopsy
confirmed marked hypereosinophilia with no leukemic features.
Thorough workup failed to identify any infectious, parasitic,
autoimmune, or neoplastic cause for this condition, including a
lack of the FIPIL-PDGFRA mutant gene. His symptoms re-
sponded well to oral steroids administered at 1 mg/kg. He was
taken off oxygen within 4 to 5 days and his edema subsided; he
had deconditioned significantly within 10 days and required
intensive physiotherapy. He was discharged home on a 3-month,
slow-tapering regimen of oral steroids and achieved his preex-
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isting weight in 6 weeks. His WBC and eosinophil count returned
to normal values within 3 months, and close monitoring has
shown no recurrence of angioedema or hypereosinophilia for
more than 24 months without steroid therapy.

Our patient was a 34-year-old man who developed 1 episode of
angioedema that affected the face, trunk, and upper extremities
with significant weight gain, fevers, and marked eosinophilia.
Unlike Gleich syndrome, this case is consistent with nonepisodic
central angioedema with eosinophilia, in a young man and ex-
hibiting a rapidly progressive course with mediastinal involve-
ment. Despite eosinophilic infiltration noted in the deltoid muscle
biopsy specimen, no obvious cardiac muscle infiltration was
found, and his IgM level remained normal.’~ The absence of an
increased serum IgM level was also reported in the reviewed
cases of nonepisodic angioedema observed in Japan. However,
the authors of these reviews noted a predominance of young
women (mean age of 26 years) and localization of the angio-
edema peripherally, affecting mainly the distal extremities.
Moreover, unlike previous reports, our patient did not experience
any associated urticarial lesions or pruritic papules.®-® Although
Gleich syndrome is believed to have a benign course, this case
demonstrates a rapidly progressive presentation that may have
led to significant decompensation in the patient’s status, if left
untreated. Similar to previous reports, our patient’s symptoms
responded remarkably well to oral steroids tapered during 3
months and his condition remained idiopathic.

This case presentation is, to our knowledge, the first reported
observation of an idiopathic, rapidly progressing, nonepisodic
central angioedema and significant hypereosinophilia, with asso-

ciated fever, weight gain, and mediastinal involvement in a
young man.
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