
Characterization Of Injection Site-Related Adverse Events With Garadacimab In Patients With 
Hereditary Angioedema
Joshua Jacobs1, Michael Manning2, Avner Reshef3, Keiko Yamagami4, Harsha Shetty5, John-Philip Lawo6, Maressa Pollen5, F. Ida Hsu7

1Allergy & Asthma Clinical Research, Walnut Creek, CA, USA; 2Allergy, Asthma & Immunology Associates, Ltd, Internal Medicine, University of Arizona College of Medicine, Phoenix, AZ, USA; 3Allergy, Immunology and Angioedema Center, Barzilai University Hospital, Ashkelon, Israel; 4Department of Internal Medicine, Osaka City General Hospital, Osaka, Japan; 5CSL Behring, King of Prussia, PA, USA; 
6CSL Behring AG, Bern, Switzerland; 7Section of Rheumatology, Allergy & Immunology, Department of Medicine, Yale University School of Medicine, New Haven, CT, US.

BACKGROUND

HAE1–8

• HAE is characterized by recurrent, unpredictable, debilitating, potentially life-threatening attacks of swelling
• The goals of HAE treatment are to achieve complete disease control and normalization of life, which can only be reached

with LTP therapy
• Treatment-related ISRs are reported more frequently with approved injectable LTP options versus placebo (e.g., pain,

erythema, bruising)
• Patients have indicated a preference for new LTP options that reduce treatment burden

Garadacimab1,9,10

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

• Garadacimab demonstrated durable efficacy with a favorable long-term safety profile and substantial quality of life and
patient‑reported outcomes in the 6-month pivotal Phase 3 (VANGUARD) study and in the Phase 3 OLE

OBJECTIVE

• To report the results of a post hoc analysis of the Phase 3 clinical program to characterize the incidence, nature and
outcomes of injection-site related adverse events

GARADACIMAB CLINICAL PROGRAM

Eligibility criteria
• Confirmed HAE

diagnosis
• Aged ≥12 years
• Baseline HAE

attack rate
≥1 attack/month

Pivotal Phase 31 
garadacimab* recipients

(n=39)

Phase 3 
rollover garadacimab* 

recipients (n=36)

Primary 
endpoints:

Pivotal Phase 3 
(VANGUARD) 

Time-normalized 
number of HAE 
attacks/ month

Phase 3 OLE 
TEAEs in  

patients with 
HAE-C1INH 

(N=159)

Phase 2 study11*
(n=35/38, 92% 
entered OLE)

Phase 2 rollover patients
(n=35)

Minimum 12 months

Phase 3 OLE10,12,13

Garadacimab*
(N=161)

Garadacimab 200 mg 
once monthly

Screening/run-in period
(up to 1 month/up to 2 months)

Baseline HAE attack rate

Pivotal Phase 31 
placebo recipients

(n=25)

Phase 3  
rollover placebo 
recipients (n=21)

Newly enrolled patients†

(n=69)
Site visits every 30±4 days

All patients may use on-demand therapy to treat HAE attacks‡ 

(n
=5

7/
64

, 8
9%

 
en

te
re

d
 O

LE
)

*Garadacimab was administered once monthly (Phase 2 = 28 ± 2 days; Phase 3 = 30 ± 4 days); †Newly enrolled patients received one garadacimab 400 mg SC loading dose as their first dose; ‡Patients may use
acute on-demand therapy to treat emerging HAE attacks if the medication has previously been shown to be effective.
HAE, hereditary angioedema; HAE-C1INH, hereditary angioedema with C1-inhibitor deficiency or dysfunction; OLE, open-label extension; SC, subcutaneous; TEAE, treatment-emergent adverse event.

RESULTS

In the Phase 3 clinical program, garadacimab-related ISRs were mostly mild in severity (95%) and all resolved by the end of the study

Rate of 
garadacimab-related 
ISRs was comparable 
in pivotal Phase 3 and 
Phase 3 OLE studies

Garadacimab was 
associated with lower 

rate of TEAEs than 
placebo (by RY)*
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Figure 1: Proportion of patients who experienced any ISR event with 
garadacimab or placebo in the Phase 3 clinical program
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Figure 3: Proportion of patients who experienced ISR events per MedDRA classification 
with garadacimab or placebo in the Phase 3 clinical program
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Figure 4: Proportion of patients who experienced ISR events per MedDRA classification 
with garadacimab or placebo in the Phase 3 clinical program
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Figure 2: Proportion of patients who experienced ISR events per MedDRA classification 
with garadacimab or placebo in the Phase 3 clinical program 

0

20

40

50

60

70

10

30

Injection site Pruritus

0

Swelling Hematoma Induration

00 000 000 0

Paraesthesia

00 0

E: 12
RY: 0.07

E: 1
RY: 0.05

E: 1
RY: 0.01

E: 9
RY: 0.05

33

1

Garadacimab (N=159)

Phase 3 OLE10

Garadacimab (n=39)

Placebo (n=25)

Pivotal Phase 3 (VANGUARD)1

R091

Originally presented at American College of Allergy Asthma & Immunology Annual Scientific Meeting | Boston, MA, USA | October 24–28, 2024

CONCLUSIONS
• In the garadacimab pivotal Phase 3 (VANGUARD) study and the Phase 3 open-label extension (OLE) for patients with hereditary angioedema (HAE), incidence of injection-site reactions (ISRs) such as erythema, bruising and pruritus was low
• The favorable injection-site tolerability profile of long-term prophylaxis (LTP) with garadacimab observed in patients with HAE may contribute to reduced treatment burden
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*Rate per year was calculated based on number of events per cumulative safety period duration in years. †Pain was not systematically recorded, per protocol; no unsolicited reports of injection-site pain were reported. ‡One patient discontinued garadacimab
treatment in the Phase 3 OLE following a moderate ISR (abdomen irritation at injection site, discontinued at Month 6 of treatment) assessed as related to garadacimab by the investigator, which resolved. §Injection-site reaction defined according to MedDRA criteria.
E, event; ISR, injection-site reaction; OLE, open-label extension; RY, rate per year; TEAE, treatment-emergent adverse event.
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