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[image: ]HAELLO, WE’RE HAERE 
Understanding Hereditary Angioedema (HAE)
It’s not what it seems. Decode the rare.


A rare genetic disease hidden behind common symptoms
Hereditary angioedema (HAE) is a rare genetic disease that manifests with recurrent, painful episodes of swelling (edema), most commonly affecting the skin, the abdomen and the upper respiratory tract1. 
It is estimated to affect approximately 1 in 50,000 people worldwide1.	
The disease is caused by a genetic mutation that leads to either a deficiency (Type I HAE, around 85% of cases) or a dysfunction (Type II HAE, around 15% of cases) of the C1 inhibitor (C1-INH) protein2. When C1-INH is deficient or does not function properly, it results in uncontrolled production of bradykinin, a substance that increases vascular permeability, leading to fluid leakage from capillaries and resulting in swelling2.
Angioedema is called hereditary because the genetic defect is passed on in families. A child has a 50% chance of inheriting the condition if one of the parents has it3. 
However, up to 25% of cases arise from spontaneous genetic mutations of the C1-Inhibitor gene, meaning a family history may be absent3.

How HAE manifests
People living with HAE experience recurrent swelling attacks involving the skin or mucosal tissues, that occur spontaneously with no apparent reason, most commonly affecting the face, extremities, abdomen and upper airway1,4. 
· Skin swelling: episodes may affect the face (including lips, eyelids and tongue), hands, feet or genitals. Unlike allergic angioedema, HAE swelling is typically not associated with hives, itching or redness. It can be painful, disabling and sometimes disfiguring. Swelling of an extremity is the presenting symptom in up to 75% of patients with HAE5.
· Abdominal swelling: it may cause severe abdominal pain, often described as intense cramping, accompanied by nausea, vomiting, and sometimes diarrhoea. These symptoms are distinguishing features of HAE with C1-inhibitor deficiency as recurrent severe abdominal pain is rarely seen in allergic (histaminergic) angioedema6. When the condition has not yet been diagnosed, abdominal attacks of hereditary angioedema may be mistaken for acute abdomen, with the risk of unnecessary surgical interventions that can cause additional stress for the patient and potentially worsen the condition.
· Throat swelling: this is the most dangerous manifestation, as it can obstruct the airway and become potentially fatal without prompt treatment. About half of patients develop laryngeal involvement at some point in their lifetime. Early symptoms include oral or lingual swelling, a sensation of throat tightness, or changes in voice. These manifestations can rapidly progress to difficulty swallowing and the onset of stridor. Before the availability of specific therapies for HAE, mortality associated with airway obstruction was reported to be as high as 30%7.

The burden of attacks 
HAE typically present in childhood and puberty.
· Around half of patients experience a first attack before age 103. 
· Most have symptoms before 18 years of age8.  
Attack frequency and severity tend to increase during puberty and adolescence9 and may be influenced by triggers such as infections, stress, minor trauma, hormonal fluctuations or pregnancy.
The frequency of HAE attacks is highly variable: from rarely to every 3 days.1
It can take between 2 to 5 days for an attack to subside completely1. Some people experience HAE attacks that last over a week10.

Diagnosis: often delayed, but simple to confirm
Because HAE attacks are frequently mistaken for allergic reactions, diagnosis is often delayed, sometimes by more than 8 years11.
Yet diagnosis can be confirmed through a simple blood test, measuring C1-INH levels and function, together with C4 complement levels.
Importantly, unlike allergic angioedema, HAE attacks do not respond to antihistamines, corticosteroids or adrenaline2, an important clue supporting diagnosis.
A family history of HAE and the absence of wheals (urticaria or a rash) when the swelling occurs are signs to be considered. 
Early recognition is crucial to improving outcomes and quality of life. 

The impact of unpredictability
Beyond physical symptoms, HAE carries a significant emotional and social burden.
The unpredictability of attacks can disrupt education, work, travel and personal life. Many patients develop a sense of vulnerability, and social relationships may be affected due to the difficulty of planning everyday activities. For children and young people, HAE can also negatively affect school attendance, sports participation and social development1.
Moreover, the fear of a potentially life-threatening airway attack may contribute to anxiety and depression. The possibility of passing the disease on to future generations also represents an additional emotional burden on families1.
Thanks to advances in treatment and the availability of specialized Centres, HAE can now be successfully managed through on-demand therapies for acute attacks and preventive (prophylaxis) strategies. When people with HAE can access modern therapies to manage their HAE, their quality of life improves12.
The evolution of HAE management
Over the past decade, HAE management has evolved significantly, shifting from reactive treatment of acute attacks toward a more proactive approach focused on prevention, disease control and quality of life.
Current treatment strategies include13:
i. On-demand therapy for the treatment of acute attacks;
ii. Short-term prophylaxis to prevent attacks in patients undergoing dental or surgical procedures;
iii. Long-term prophylaxis to prevent attacks over time and reduce the disease burden. 
This evolution has contributed to a shift in treatment goals, as outlined in the international guidelines for the management of hereditary angioedema13, moving beyond reducing attack frequency alone toward helping patients achieve greater stability, autonomy and freedom in daily life.
Increasingly, clinical management is also focusing on shared decision-making, tailoring treatment to individual disease burden, patient preferences and life goals13.
In HAE, the goal is not simply fewer attacks, but a life less shaped by the fear of the next one.



















Key Facts
A rare disease
HAE affects approximately 1 in 50,000 people worldwide, though many cases may remain undiagnosed.
A genetic condition
HAE is caused by a defect affecting C1 inhibitor (C1-INH) and is inherited in families, with a 50% chance of transmission from an affected parent. Up to 25% of cases arise from spontaneous mutations.
Not an allergy
Although swelling attacks are often mistaken for allergic reactions, HAE is driven by bradykinin, not histamine, and does not respond to common allergy treatments.
Diagnosis is often delayed
Because symptoms mimic other conditions, diagnosis may take more than 8 years, despite the availability of a simple blood test.
Attacks can be life-threatening
Swelling can affect the skin, abdomen and airways. Laryngeal attacks can be fatal without prompt and appropriate treatment.
The burden goes beyond symptoms
Unpredictable attacks can affect school, work, relationships and mental well-being, placing a significant burden on patients and families.
Effective treatment can change lives
Nowadays, on-demand therapies and long-term prophylaxis can help achieve disease control and improve quality of life.

The goal today is no longer simply reducing attacks but helping people with HAE live free from the burden of unpredictability
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