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  1451  |    Results of a randomized, double- blind, placebo- 
controlled, phase 2 study, investigating the safety and efficacy of 
anti- factor XIIa monoclonal antibody garadacimab (CSL312) for 
prophylaxis of HAE 
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      Background :    The activated factor XII (FXIIa)- driven contact pathway 
is essential for bradykinin production, a key mediator of hereditary 

angioedema (HAE). Garadacimab (CSL312) is a fully human IgG4 
monoclonal antibody that effectively inhibits FXIIa at the origin of the 
contact cascade. This Phase 2 study (CSL312_2001; NCT03712228) 
aimed to study the safety, efficacy, and pharmacokinetics of prophy-
lactic subcutaneous (SC) garadacimab in HAE.  
  Method :    Eligible patients with type I/II HAE were randomized to re-
ceive placebo or 75, 200, or 600 mg SC garadacimab every 4 weeks 
for 12 weeks. One week prior to the first SC dose, an intravenous 
volume- matched loading dose of 0, 40, 100, or 300 mg was admin-
istered to the four groups, respectively. The primary endpoint was 
monthly HAE attack rate. Further endpoints included the reduction 
in attacks compared with the 4–8- week run- in or placebo, use of on- 
demand medication per month, and safety.  
  Results :    Overall, 32 adult patients, with mean monthly attack rates 
of 5.17 during the run- in period, were randomized; of these, 56.25% 
were female, 90.63% were white, and 93.75% had type I HAE. The 
mean monthly attack rates were 4.24, 0.48, 0.05, and 0.40 for pa-
tients in the placebo, 75, 200, and 600 mg SC garadacimab arms, re-
spectively. The mean percentage reductions in monthly attack rates 
in the garadacimab arms relative to placebo were 88.68%, 98.94%, 
and 90.50%. The percentage of patients experiencing at least one 
treatment- emergent adverse event (TEAE) with garadacimab was 
similar to placebo. All adverse events were non- serious and were 
determined to be mild or moderate. The most common TEAE related 
to the treatment (garadacimab and placebo) was mild to moderate 
injection site erythema (12.5%). All patients completed the study.  
  Conclusion :    The study showed that monthly prophylactic SC treat-
ment with garadacimab was well tolerated and effective in prevent-
ing attacks in patients with HAE. This study provides the first clinical 
evidence for the role of FXIIa in HAE. 

 Parameter 

 N = 32 

 Placebo q4 wk (n = 8) 
 75 mg garadacimab 
q4 wk (n = 9) 

 200 mg garadacimab 
q4 wk (n = 8) 

 600 mg garadacimab 
q4 wk (n = 7) 

 Mean HAE attacks per month during 
run- in period, (median) 

 5.07 (4.57)  6.13 (6.30)  5.68 (5.67)  3.48 (2.95) 

 Mean HAE attacks per month during 
efficacy assessment period, (median) 

 4.24 (4.61)   0.48 (0.00)   0.05 (0.00)   0.40 (0.34)  

 Attack reduction (≥90%) vs run- in in 
responders, % 

 0.00  88.89  100.00  57.14 

 Patients free of HAE attacks, %  0.00  55.56  87.50  42.86 

 Mean number of treated attacks per 
month, (median) 

 3.98 (4.38)  0.44 (0.00)  0.05 (0.00)  0.15 (0.00) 

 Related TEAEs, n (%)  3 (37.50)  2 (22.22)  1 (12.50)  5 (71.43) 

 Injection site reaction, n (%)  2 (25.00)  1 (11.11)  1 (12.50)  4 (57.14) 

   HAE, hereditary angioedema; q4 wk, every 4 weeks; TEAE, treatment- emergent adverse event.              


