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The Four Questions 

 

1) What are the pitfalls in HAE diagnosis? 

2) What is the molecular basis of HAE? 

3) What drugs are available to treat HAE? 

4) How should HAE patients be managed? 

  



Common Attack Sites in HAE 



ÅAngioedema without urticaria 

- Recurrent cutaneous and mucosal attacks  

- Frequency and severity variable 

- Attacks frequently preceded by prodromal symptoms 

ÅAngioedema often quite severe and prolonged 

- Increasing over 24 hours, resolving over 2ï4 days 

- Unresponsive to Rx with AH, CS, or epi 

ÅAttacks unpredictable 

- Usually made worse by estrogens 

- Often precipitated by trauma or stress 

ÅFrequently (+) family history 

 

Clinical Features of HAE 



HAE is an Autosomal Dominant Disease 

Frank, MM et al, Annals Int. Med 84:580, 1976 



Bork K, et al. Am J Med. 2006;119:267-274 

Location and Onset of HAE Symptoms 

Retrospective study 
221 HAE patients; 5,736 patient-years of observation; 131,110 angioedema attacks 



Delay in HAE Diagnosis 

ÅMorbidity and mortality increased in absence of HAE 
diagnosis 
 

ÅDocumented failure to recognize and diagnose HAE 

- 1976 survey: mean delay of 22 years 1 

 

ÅDelay still observed in recent survey 2 

- Mean age at dx: 16.8 yrs (range, 1ï42 yrs) 

- Mean age when sx began: 7.8 yrs (range, 1ï18 yrs) 

- Mean delay in dx: 9.1 yrs (range, 0ï32 years) 

1. Frank MM, et al. Ann Intern Med. 1976;84:580-593. 
2. Zuraw BL, unpublished data. 



Bork K, et al. Am J Med. 2006;119:267-274 

Age at Onset of HAE Attacks 



Definition of 2 Types of HAE 

Rosen FS, Science 1965;148:957  

Source of Serum # C1-INH 

Nl subjects 165 5.8 ± 1.8 

Pts with HAE 12 0 

Unaffected relatives 
  

19 7.7 ± 1.4 

Other angioedema 15 9.2 ± 2.6 

Levels of Serum Inhibitor of C1-INH 

Activity in HAE 

Donaldson VH, Am. J. Med. 1963;35:37  

Agar Double 

Diffusion of Serum  



Normal C1INH Activity in Type III HAE 

Bork, Lancet 2000 


