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BACKGROUND

• HAE is a rare genetic disorder that causes recurrent, unpredictable, debilitating, and 
potentially life-threatening attacks of angioedema, which substantially impair health-
related quality of life (HRQoL)1–3

• Recent US Food and Drug Administration (FDA) patient-focused drug development 
guidance suggests using MSD to identify clinically meaningful changes to HRQoL

• Garadacimab is a first-in-class, fully human monoclonal antibody targeting activated 
factor XII, the key initiator of the kallikrein-kinin system1

• Garadacimab demonstrated efficacy versus placebo with a favorable safety profile in the 
6-month pivotal Phase 3 (VANGUARD) study for long-term prophylaxis of HAE attacks 
and was associated with HRQoL improvements1

AE-QoL, angioedema quality of life questionnaire; CDF, cumulative distribution frequency; MSD, meaningful score difference.
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CONCLUSIONS
• Patients with hereditary angioedema (HAE) were more likely to experience a clinically meaningful improvement in Angioedema Quality of Life 

Questionnaire (AE-QoL) scores when receiving garadacimab compared to placebo at meaningful score difference (MSD) thresholds of 6 and 15, 
irrespective of the method used 
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OBJECTIVE

• To further evaluate the impact of garadacimab versus placebo on HRQoL in a post hoc analysis of the Phase 3 study1 using AE-QoL data analyzed and interpreted according to the recent 
FDA guidance on evaluating the meaningfulness of treatment benefit4

RESULTS

Garadacimab elicited clinically meaningful improvements in AE-QoL scores versus placebo

• 88% of patients receiving garadacimab 
exceeded the MSD:6 threshold (vs 60% 
for placebo)

• 80% of patients receiving garadacimab 
exceeded the more stringent MSD:15  
(vs 30% for placebo)
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AE-QoL5 

(exploratory endpoint)
• Self-administered, scaled questionnaire  

for patients aged ≥18 years
• Higher scores indicate greater 

impairment in HRQoL
• Total score and four domains: 

Functioning, Nutrition, Fatigue/mood, 
Fears/shame

Eligibility criteria
• Confirmed  

HAE-C1INH-Type  
1/2 diagnosis

• Aged ≥12 years

• Baseline HAE attack  
rate ≥1 attack/month

Pivotal Phase 3 study1

6 months
Post hoc analysis

AE-QoL MSD
MSD = minimal clinically important 

difference and identifies the 
smallest clinically important 
change in AE-QoL total score

Evaluated here:
MSD:15 stringent threshold  

per IQWiG6 

MSD:6 per literature and  
study protocol1,5

Garadacimab
200 mg SC  

once-monthly  
(n=39)

Primary  
endpoint met
Mean monthly 
number of HAE 

attacks, 0.27 with 
garadacimab vs 

2.07 with placebo
Placebo

SC once-monthly 
(n=24)

Run-in1

1–2 
months

PIVOTAL PHASE 3 STUDY DESIGN AND POST HOC ANALYSIS

3:2

Randomization

AE-QoL, angioedema quality of life questionnaire; HAE, hereditary angioedema; HAE-C1INH, HAE with C1 inhibitor deficiency/dysfunction; HRQoL, health-related quality of life; IQWiG, Institute for Quality and Efficiency in Health Care; MSD, meaningful score difference; SC, subcutaneous.
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