
HAE3–6

• Causes recurrent, unpredictable, debilitating, and potentially life-threatening attacks
• Results from increased levels of bradykinin, a key mediator of HAE attacks
• The goals of HAE treatment are to achieve total control of the disease and to normalize patients' lives, 

which are currently achieved only by long-term prophylaxis (LTP)
• There is an unmet need for alternative LTP with improved efficacy, safety, and convenience of 

administration, and that provides choices for treatment optimization 

Garadacimab1,2,7

• First-in-class monoclonal antibody targeting activated factor XII, the key initiator 
of the contact system

• Fully human, high affinity/potency/specificity; regulates bradykinin production in vitro
• In the 6-month pivotal Phase 3 (VANGUARD) study, garadacimab significantly reduced the mean 

monthly number of attacks vs placebo (P<0.0001) with a favorable safety and tolerability profile
• Long-term evaluation of garadacimab for LTP against HAE attacks is ongoing in the 

Phase 3 (VANGUARD) OLE study (NCT04739059); recruitment for the OLE has completed

Baseline demographics and characteristics of patients in the OLE

*Newly enrolled patients received one 400 mg SC loading dose as their first dose; †Patients may use acute on-demand therapy to treat emerging episodes of edema if the medication has previously been shown to 
be effective; ‡Severe hypersensitivity including anaphylaxis, thromboembolic events, and abnormal bleeding events. 
ADA, antidrug antibody; AE-QoL, Angioedema Quality of Life Questionnaire; AESI, adverse event of special interest; HAE, hereditary angioedema; HAE-C1-INH, HAE with C1 esterase inhibitor deficiency; 
IGART, investigator’s global assessment of response to therapy; ISR, injection-site reaction; Min, minimum; OLE, open-label extension; PD, pharmacodynamics; PK, pharmacokinetics; QoL, quality of life; 
SAE, serious adverse event; SC, subcutaneous; SGART, subject’s global assessment of response to therapy; TEAE, treatment-emergent adverse event; TSQM, Treatment Satisfaction Questionnaire for Medication; 
WPAI:GH, work productivity and activity impairment: general health.
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*Includes Other and Multiple; †Two patients with 
HAE-nC1-INH were not included in the primary 
safety analysis and calculation of mean BMI; 
‡All patients had their baseline attack rate 
measured during the run-in period; for roll-over 
patients, the run-in period was at the beginning 
of the first study the patient was enrolled in; 
§55/161 patients (34.2%) had ≥15 months’ 
garadacimab exposure in the OLE.
BMI, body mass index; HAE, hereditary 
angioedema; HAE-nC1-INH, hereditary 
angioedema with normal levels of C1-esterase 
inhibitor; IQR, interquartile range; OLE, 
open-label extension; SD, standard deviation.

Garadacimab demonstrated a favorable long-term safety profile 
(primary endpoint) in the OLE
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CONCLUSIONS
• Garadacimab demonstrated a favorable long-term safety profile in the ongoing open-label extension (OLE) study (NCT04739059),1 generally consistent with the 6-month pivotal Phase 3 (VANGUARD) study2

• Garadacimab provided durable efficacy and sustained protection from hereditary angioedema (HAE) attacks over a median exposure of 13.8 months

• To report the long-term safety and efficacy results from the second interim analysis of the ongoing 
Phase 3 (VANGUARD) OLE study (data cut-off: February 13, 2023)
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Characteristic Garadacimab 
(N=161)

Mean (SD) age, years 42.3 (15.3)
Sex – Female, n (%) 101 (62.7)
Race, n (%)

White 
Asian 
Black
Other*

135 (83.9)
22 (13.7)

2 (1.2)
2 (1.2)

Mean (SD) BMI, kg/m2† 28.1 (6.2)
HAE type, n (%)

Type I
Type II
HAE-nC1-INH†

145 (90.1)
14 (8.7)
2 (1.2)

Mean (SD) number of HAE attacks per month during 
run-in‡ 3.6 (2.4)

Median (IQR) garadacimab exposure in OLE, months
Patients with ≥12 months’ exposure,§ n (%)

13.8 (11.9–16.3)
119 (73.9)

AEs, n (%) Garadacimab 
(n=159)*

Patients with ≥1 TEAE
Related to garadacimab†

133 (84)
21 (13)

TEAEs leading to death 0
TEAEs leading to study discontinuation 1 (1)‡

TEAEs by severity
Mild
Moderate
Severe

99 (62)
81 (51)
9 (6)

SAEs
Related to garadacimab†

3 (2)§

0

AESIs per protocol†¶ 0

Most patients (74%) 
received at least 

12 months of 
garadacimab 

in the OLE

*Two patients with HAE-nC1-INH were not included in the primary safety analysis; †As identified by investigator; ‡One garadacimab-related ISR leading to study discontinuation;
§Three SAEs were reported in the OLE (COVID-19, n=2; abdominal HAE attack, n=1); none were related to garadacimab; ¶Severe hypersensitivity including anaphylaxis, 
thromboembolic events, and abnormal bleeding events; **TEAEs are categorized as ISRs based on medical review of relevant Preferred Terms.
AE, adverse event; AESI, adverse event of special interest; HAE, hereditary angioedema; HAE-nC1-INH, hereditary angioedema with normal levels of C1-esterase inhibitor; 
ISR, injection-site reaction; OLE, open-label extension; SAE, serious adverse event; TEAE, treatment-emergent adverse event.

Once-monthly garadacimab reduced 
the number of HAE attacks per month
vs run-in (secondary endpoint) in the OLE

Over the 6-month pivotal Phase 3 (VANGUARD) study:2

• 62% were attack free with garadacimab vs 0% with placebo
• 74% had ≥90% attack reduction with garadacimab 

vs 8% with placebo

Over the 6-month pivotal Phase 3 (VANGUARD) study:2

• Months 1–3: 72% were attack free with garadacimab vs 8% with placebo
• Months 4–6: 69% were attack free with garadacimab vs 9% with placebo

Durable efficacy of once-monthly garadacimab 
observed throughout the OLE

Attack free rate achieved in the pivotal 
Phase 3 (VANGUARD) study 
is sustained during the OLE

Consistent proportions of attack-free patients 
were observed over treatment intervals with 
garadacimab throughout the OLE

Median garadacimab exposure 13.8 months (N=161)
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Reduction 
vs run-in

Over the 6-month pivotal Phase 3 (VANGUARD) study:2

• 0.27 vs 3.10 mean monthly attack rate with garadacimab 
vs run-in

• 91% reduction (95% CI 83.4–97.9)

In the OLE:
• 94% reduction in mean monthly attack rate vs run-in was observed over 

Months 1–3 
• Reduction sustained at ≥94% throughout the OLE
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In the OLE:

• ISRs were the 
most common 
garadacimab-related 
TEAE (36/52 events, 69%)

• 18/19 (95%) patients had 
mild ISRs; no severe ISRs 
were reported

In the pivotal Phase 3 
(VANGUARD) study:2

• Generally consistent 
safety profile with the 
OLE

• No TEAEs leading to 
death or study 
discontinuation

• No SAEs related 
to garadacimab 

• No AESIs per protocol

OLE eligibility criteria
• Confirmed HAE 

diagnosis
• Aged ≥12 years
• Baseline HAE attack 

rate ≥1 attack/month

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

Garadacimab 
200 mg SC 

once monthly
(N=161)

Phase 2 roll-over patients
(n=35)

Newly enrolled patients*
(n=69)

Pivotal Phase 3 roll-over
garadacimab recipients

(n=36)

Pivotal Phase 3 roll-over
placebo recipients

(n=21)

From pivotal Phase 3 
(VANGUARD) study2

(57/64, 89% entered OLE)

From Phase 2 study8

(35/38, 92% entered OLE)

Min. 12 months

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

Baseline HAE attack rate

Site visits every 30 ± 4 days

OLE: Primary 
endpoint

TEAEs in 
patients 

with 
HAE-C1-INH

• QoL measures 
(AE-QoL, WPAI:GH, TSQM II)

• IGART
• PK/PD

Long-term efficacy: 
• Time-normalized number of attacks
• ≥50%, ≥70%, ≥90%, 100% attack reduction vs run-in
• Attack severity 
• SGART
• Attacks requiring on-demand therapy

Long-term safety: 
• SAEs 
• Deaths
• TEAEs related to garadacimab
• TEAEs leading to discontinuation
• AESIs per protocol‡

• Laboratory assessments and 
vital signs

• ISRs 
• ADAs

Secondary endpoints Exploratory endpoints

Median garadacimab exposure 13.8 months (N=161)

Patients, n

Treatment
window 
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CI, confidence interval; HAE, hereditary angioedema; OLE, open-label extension.

Most common TEAEs (AEs in ≥5% of patients), n (%)

COVID-19 57 (36)

Nasopharyngitis 27 (17)
ISRs**

Injection-site erythema
pruritus
urticaria
bruising
hematoma
irritation

19 (12)
11 (7)
4 (3)
2 (1)
1 (1)
1 (1)
1 (1)

Influenza 11 (7)

Headache 10 (6)

Upper respiratory tract infection 9 (6)
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