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 CASE LETTER

To the Editor: 
A 65-year-old woman with B-cell marginal zone lym-
phoma presented with asymptomatic swelling and red-
ness of the upper and lower eyelids of 1 week’s duration 
that was unresponsive to topical corticosteroids for pre-
sumptive allergic contact dermatitis. She denied any lip 
or tongue swelling, abdominal pain, or difficulty breath-
ing or swallowing. Diagnosis of acquired angioedema  
(AAE) was confirmed on laboratory analysis, which 
showed C1q levels less than 3.6 mg/dL (reference  
range, 5.0–8.6 mg/dL), complement component 4 levels 
less than 8 mg/dL (reference range, 14–44 mg/dL), and  
C1 esterase inhibitor (C1-INH) levels of 3 mg/dL  
(reference range, 12–30 mg/dL). 

A review of the patient’s medical record showed 
chronic thrombocytopenia secondary to previous chemo-
therapy. It was determined that the patient’s ecchymosis 
and purpura of the eyelids was secondary to a low platelet 
count resulting in bleeding into the area of angioedema 
(Figure). Serum protein electrophoresis did not demon-
strate a monoclonal spike, and flow cytometry showed 
persistent B-cell leukemia without evidence of an aber-
rant T-cell antigenic profile. The edema and purpura of the 

eyelids spontaneously resolved over days, and the patient 
has had no recurrences to date. She was prescribed  
icatibant for treatment of future acute AAE attacks. 

The common pathway of AAE involves the inability 
of C1-INH to stop activation of the complement, fibrino-
lytic, and contact systems. Failure to control the contact 
system leads to increased bradykinin production result-
ing in vasodilation and edema. Diagnosis of hereditary 
angioedema (HAE) types 1 and 2 can be confirmed in 
the setting of low complement component 4 and C1-INH 
functional levels and normal C1q levels; in AAE, C1q lev-
els also are low.1,2 

The malignancies most frequently associated with 
AAE are non-Hodgkin lymphomas (eg, nodal marginal 
zone lymphoma, splenic marginal zone lymphoma), such 
as in our patient, as well as monoclonal gammopathies.2 
Triggers of AAE include trauma (eg, surgery, strenuous 
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PRACTICE POINTS
•	  Late-onset angioedema without urticaria can be 

secondary to acquired angioedema with C1 ester-
ase inhibitor deficiency (C1-INH).

•	  Most patients with angioedema with C1-INH inhibi-
tor deficiency will have either a monoclonal gam-
mopathy or a lymphoma.
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Periorbital acquired angioedema. Edema with ecchymosis and pur-
pura of the upper and lower eyelids secondary to a low platelet count 
resulting in bleeding into the area of angioedema.
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exercise), infection, and use of certain medications such as 
angiotensin-converting enzyme inhibitors and estrogen, 
but most episodes are spontaneous. Swelling of any cuta-
neous surface can occur in the setting of AAE. Mucosal 
involvement appears to be limited to the upper airway 
and gastrointestinal tract. Edema of the upper airway 
mucosa can lead to asphyxiation. In these cases, asphyxia 
can occur rapidly, and therefore all patients with upper 
airway involvement should present to the emergency 

room or call 911. Pain from swelling in the gastrointestinal 
tract can mimic an acute abdomen.3

Newly developed targeted therapies for HAE also 
appear to be effective in treating AAE. A summary of avail-
able treatments for angioedema is provided in the Table. 
Human plasma C1-INH can be used intravenously to treat 
acute attacks or can be given prophylactically to prevent 
attacks, but large doses may be necessary due to con-
sumption of the protein.1,3 The risk of bloodborne disease 

Summary of Treatments for Angioedema 

Therapy
Advantages  
of Treatment

Disadvantages  
of Treatment Best Use Approval Status 

Androgens 
(danazol) 

Inexpensive, oral 
administration

Frequent adverse effects 
(eg, hyperlipidemia, 
drug-induced hepatitis, 
obesity)

Short- and long-term 
prophylaxis

FDA approved for  
treatment of HAE 

Ecallantide No infectious risk, 
subcutaneous 
administration 

Antibodies may  
cause allergic reaction 
(eg, anaphylaxis)

In-office treatment  
of acute attacks

FDA approved for treatment 
of HAE; drug includes 
a boxed warning for 
anaphylaxis indicating 
it must be administered 
by health care providers 
with appropriate medical 
support to manage 
anaphylaxis and HAE4 

FFP Inexpensive Higher risk of viral 
transmission, may 
worsen HAE attacks

Acute attacks,  
short-term  
prophylaxis

Not FDA approved for 
treatment of angioedema; 
no controlled studies have 
demonstrated effectiveness, 
but uncontrolled studies 
have demonstrated 
efficacy in the treatment of 
angioedema

Antifibrinolytics 
(tranexamic 
acid, epsilon-
aminocaproic 
acid)

Inexpensive, oral 
administration

Low efficacy, frequent 
adverse effects

Short- and long-
term prophylaxis if 
other treatments are 
contraindicated or  
poorly tolerated

Tranexamic acid: used  
off-label for angioedema in 
the US and EU 

Icatibant No infectious risk, stable 
at room temperature, 
subcutaneous 
administration

Short half-life, local pain 
and/or irritation

Home treatment of 
acute attacks

FDA approved for treatment 
of acute attacks of HAE in 
adults aged 18 y and older; 
patients may self-administer 

Plasma-derived  
C1-INH 
(human)

Extensive (>30 y) clinical 
experience, replaces C1-
INH, long half-life

Infectious risk, need IV 
access, limited supply

Acute attacks,  
short- and long- 
term prophylaxis

FDA approved for acute 
attacks and prophylaxis in 
HAE patients 

Complement 
C1-INH 
(recombinant)

Replaces C1-INH, no 
human virus risk, scalable 
supply 

Needs IV access, short 
half-life, potential for 
allergic reactions

Acute attacks FDA approved for acute 
attacks in adult and 
adolescent patients  
with HAE 

Abbreviations: FDA, US Food and Drug Administration; HAE, hereditary angioedema; FFP, fresh frozen plasma; US, United States;  
EU, European Union; C1-INH, C1 esterase inhibitor; IV, intravenous.
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as a result of treatment exists, but screening and process-
ing during production of the plasma makes this unlikely. 
Ecallantide is a reversible inhibitor of plasma kallikrein.1,3 
Rapid onset and subcutaneous dosing make it useful for 
treatment of acute AAE attacks. Because anaphylaxis has 
been reported in up to 3% of patients, ecallantide includes 
a boxed warning indicating that it must be administered 
by a health care professional with appropriate medical 
support to manage anaphylaxis and HAE.4 Icatibant is a 
selective competitive antagonist of bradykinin receptor B2. 
It can be administered subcutaneously by the patient, mak-
ing it ideal for rapid treatment of angioedema.1,3 Adverse 
events include pain and irritation at the injection site. 

The most appropriate therapy for AAE is treatment 
of the underlying malignancy. Recognition and proper 

treatment of AAE is essential, as bradykinin-induced 
angioedema (AAE, HAE and angiotensin-converting 
enzyme inhibitor induced angioedema) does not respond 
to antihistamines and corticosteroids and instead requires 
therapy as discussed above. 
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