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Management of hereditary angioedema in pediatric, pregnant,
and breast-feeding patients: An expert opinion
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Medicine, Seoul; *Department of Internal Medicine, St. Carollo General Hospital, Suncheon; “Department of Internal Medicine, Kyung Hee University Medical
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Hereditary angioedema (HAE) is a rare inherited condition marked by recurrent skin and submucosal edema. HAE is caused by a C1
inhibitor deficiency or decreased C1 inhibitor function. The initial attack may occur during childhood or pregnancy, with symptoms
ranging from classic angioedema to nonspecific stomach cramps. In this review, we discuss strategies for children and pregnant
women to manage HAE attacks effectively and safely in light of the recent increase in HAE diagnosis. To begin, aggressive work-up is
necessary to confirm HAE-1/2 and to determine the most effective countermeasures. Secondly, in the event of an acute attack,
plasma-derived Cl-inhibitor is the first line of defense for children and pregnant women. Icatibant is also appropriate for use, except
in pregnant women. Fresh frozen plasma (FFP) may be suggested as an alternative. Thirdly, proactive measures to prevent HAE at-
tacks should be considered whenever a procedure is performed that may result in an exacerbation. Finally, FFP, attenuated andro-
gen and antifibrinolytic agents are recommended for long-term prophylaxis in South Korea where the Cl-inhibitor is scarce. How-
ever, when making a decision, it is necessary to consider both the efficacy and the risk of adverse effects. For proper management,
written action plans and first-aid kits are required. The action plans should be customized to the patients’ unique circumstances.
(Allergy Asthma Respir Dis 2022;10:131-138)
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Table 1. Treatment options available for HAE patients during pregnancy and breast-feeding

Children Pregnancy Breast-feeding
Drug Route Comments
LTP* STP On-demand  LTP  STP On-demand LTP STP On-demand

pdhC1INH"  Intravenous Yeov Y Yooy Y Yeov Y+ Long-term prophylaxis requires individualized dosage
intervals and doses.

FFP! Intravenous ) (v (Y) Y (v (Y) ) (v (Y)

AFs' Oral Yy N N Yy N N Yy N N Efficacy is not proven. The suggested tranexamic acid
dosage for children is 20-50 mg/kg.

rhC1INH' Intravenous N N N N N N N N N

AAs! Oral ) (v N N N N N N N The initial dose of danazol for children is 2.5 mg/kg
per day. The advantages should exceed the risks of
masculinization, hypogonadism, menstruation
irregularities, and behavioral issues.

|catibant” Subcutaneous N N Y N N N N N N Pediatric dosage is dependent on subjects” bodyweight:
12t025kg, 10mg (=1mL); 26 to 40 kg, 15mg
(=1.5mL); 41 to 50 kg, 20 mg (=2 mL); 51 to 65 kg,
25mg (=2.5mL); 65 kg and over, 30 mg (=3 mL).
Isolated case reports of administration during pregnancy
without adverse effects has been reported.

Ecallantide ~ Subcutaneous N N N N N N N N N Approved only for adolescents in United States

Lanadelumab  Subcutaneous N N N N N N N N N Approved only for adolescents in United States

Berotralstat ~ Oral N N N N N N N N N

LTP. long-term prophylaxis; STP, short term prophylaxis; HAE, hereditary angioedema; pdhC1INH, plasma-derived C1-inhibitor; FFP, fresh frozen plasma; Afs, antifibrinolytics; rh-
C1INH, recombinant human C1 esterase inhibitor; AAs, attenuated androgens; Y, indicated; N, not indicated; (Y), only indicated if other drugs are not available.
*This recommendation for LTP is confined to those aged under 12 years—for older children, follow the adult recommendation. *Available in Korea. First choice.
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Fig. 1. Targets and the action mechanisms of medications prescribed in children for managing their hereditary angioedema exacerbations. HMWK, high-molecular-
weight kininogen. Reprinted from Salguero and Chacon. Int J Aller Medcations 2016;2:016, on the basis of Open Access.”
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