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C1-INH: complement 1 esterase inhibitor; DMC: Data Monitoring; EOT: end of treatment; FU: follow-up; Mod = moderate.

Figure 2: Study Design

Figure 1: Study Screening/Enrollment Table 1: Key Endpoints

CI-INH
(n=112)

Placebo
(n=112)

• Approximately 124 
participants with Type I or Type 
II HAE are expected to be 
enrolled into the Waiting 
Period/Pharmacokinetic (PK) 
Evaluation, with 
approximately 112 
participants ≥12 years of age 
needed.

• Among the total participants 
enrolled, the following will be 
needed to participate in the PK 
study: at least 6 adolescents 
(12 and <18 years of age), 6 
children aged 6 to <12 years of 
age, 6 children aged 2 to <6 
years of age, and 30 adults 
(maximum of 10% of subjects 
receiving lanadelumab will be 
allowed).
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Primary Endpoint

Secondary Endpoints

• The percentage of participants responding to 
treatment.

• Time to the beginning of unequivocal symptom relief at 
all sites involved within 4 hours after injection.

• Changes in symptom severity at the defining site by 
visual analog scale rating from pre-injection over 4 
hours after injection.

• Changes in quality of life (QoL) at the end of the study 
compared with baseline.

• The safety profile and PK will also be evaluated.

• The primary efficacy endpoint will evaluate the time 
to the beginning of unequivocal symptom relief at the 
defining attack site (site of swelling or pain) in blinded 
participants. 

• Hereditary angioedema (HAE) is an uncommon condition marked by attacks of edema that impact various parts 
of the body.1

• Three distinct types of HAE have been described, all presenting with similar symptoms.2,3

• Type I HAE is the most prevalent and results from reduced production of complement 1 esterase 
inhibitor (C1-INH). In Type II HAE, C1-INH levels remain normal, but its functional activity is 
compromised. Type III HAE has an unclear pathophysiology, with both C1-INH levels and function 
remaining normal.2,3

• During an HAE attack, pharmacologic intervention may be required to lessen the severity and duration of 
symptoms.3

• Plasma-derived C1-INH products are currently available on the market. C1-INH replacement therapy with 
human plasma-derived C1-INH concentrate has proven to be an effective and well-tolerated option for 
managing acute HAE attacks.4

• At present, a limited number of plasma-derived and recombinant C1-INH products are commercially available.3

• Plasma-derived C1-INHs are commonly utilized in the treatment of HAE Types I and II, serving both on-demand 
and prophylactic purposes. Clinical trials involving intravenous (IV) administration of these products have 
demonstrated clear benefit over placebo.5,6

• This study will evaluate the safety and efficacy of an IV human plasma-derived C1-INH concentrate in 
participants with C1-INH deficiency for the treatment and pre-procedure prevention of acute HAE attacks.

Phase 1: Adults

• This study is a prospective, multicenter, randomized, double-blind, parallel group, placebo-controlled, 
interventional efficacy and safety Phase 3 study in participants with congenital C1-INH deficiency and will be 
conducted in approximately 30 centers worldwide.

• The primary objective is to confirm the superiority of C1-INH (OCTA-C1-INH) in comparison to placebo 
administered in a double-blind manner by IV injection to relieve symptoms of an acute attack in adult and 
adolescent participants (≥12 to <18 years of age) (see Table 1 for endpoints).

• Secondary objectives are to assess the safety of C1-INH (OCTA-C1-INH) in participants with an acute HAE attack 
and the quality of life (QoL) after treatment with C1-INH compared with baseline.

• Approximately 124 participants with Type I or Type II HAE are expected to be enrolled into the Waiting 
Period/Pharmacokinetic (PK) Evaluation, with approximately 112 participants ≥12 years of age needed (Figure 1).

• Among the total participants enrolled, the following will be needed to participate in the PK study: at least 6 
adolescents (12 and <18 years of age), 6 children aged 6 to <12 years of age, 6 children aged 2 to <6 years 
of age, and 30 adults (maximum of 10% of subjects receiving lanadelumab will be allowed).

• Participants who have a history of clinically relevant antibody development against C1-INH, medical history 
consistent with Type 3 HAE, or a history of allergic reaction to C1-INH or other blood/plasma products will be 
excluded from the study.

• The clinical study consists of two phases (Figure 2); while only adults may participate in the first study phase, the 
enrollment of participants is open for patients ≥2 years of age in the second study phase.

• In Phase 1, participants are expected to come to the study site within 5 hours of a qualifying attack (QAT) and will 
be randomly assigned 1:1 to double-blind C1-INH or placebo.

• Participants will receive a second injection (double-blind switch from first investigational medicinal 
product [IMP] 4 hours after the first injection).

• In Phase 2, participants are also expected to come to the study site within 5 hours of the QAT and will be randomly 
assigned 1:1 to double-blind C1-INH or placebo (except for laryngeal attacks or for participants <12 years of age).

• Participants will receive a second injection (double-blind switch from first IMP) 4 hours after the first.
• Participants <12 years of age who experience a QAT and any participant who experiences a qualifying laryngeal 

attack will be treated with open-label C1-INH.
• Any participant who receives open-label C1-INH will be followed for at least 15 days.
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• Plasma-derived C1-INHs are commonly utilized in the treatment of HAE Types I and II, serving 
both on-demand and prophylactic purposes.

• Clinical studies conducted with IV administration of plasma-derived C1-INH products have 
shown clear benefit in comparison to placebo.

• Previously, a highly purified concentrate of C1-INH derived from human plasma has been 
studied in a Phase 2a, prospective, open-label, single-arm, multicenter, PK, and safety single-
dose study in 20 participants with congenital C1-INH deficiency and HAE.

• The investigators of this study aim to comprehensively assess the safety, efficacy, and PK of 
C1-INH across a diverse patient population.

• Introducing a new C1-INH to the market will help meet the needs of HAE patients.

• This study is ongoing. The primary efficacy endpoint will evaluate the time to the beginning of 
unequivocal symptom relief at the defining attack site (site of swelling or pain) in blinded 
participants (Table 1).

• Participants will rate symptom relief for the defining site from the start of the IMP injection every 15 
minutes over 4 hours.

• Unequivocal relief is defined as having 3 consecutive reports of “absent now but present before”, 
“absent now and absent before”, or “present, symptoms better” on the 5-grade symptom relief 
rating scale; assessments on this scale are made compared to the previous time point.

• Secondary endpoints include:
• The percentage of participants responding to treatment.
• Time to the beginning of unequivocal symptom relief at all sites involved within 4 hours after 

injection.
• Changes in symptom severity at the defining site by visual analog scale rating from pre-injection 

over 4 hours after injection.
• Changes in quality of life (QoL) at the end of the study compared with baseline.
• The safety profile and PK will also be evaluated.

Phase 2: Adults, Children, Adolescents

Informed Consent

Pharmacokinetic (PK) Assessment

First Qualifying Attack (QAT): Day 1

Abdominal, Face, Genitourinary Attacks (Mod-Severe)

C1-INH Placebo

C1-INHPlacebo

Open-label C1-INH

Other Attacks (Mild, Extremity, 
Laryngeal, Pre-procedure prevention

Standard of Care

6 Month Visit + 7 Month Follow-up Call

DMC Review of 10 Adults (6 Months Data): If Positive, Procced with Phase 2
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After 4 hours

Abdominal, Face, Genitourinary 
Attacks (Mod-Severe)

Informed Consent

Pharmacokinetic (PK) Assessment

First Qualifying Attack (QAT): Day 1

Open-label C1-INH

Other Attacks (Mild, Extremity, 
Laryngeal, Pre-procedure prevention

Standard of Care

6 Month Visit + 7 Month Follow-up Call
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Abdominal, Face, Genitourinary 
Attacks (Mod-Severe)

Laryngeal 
(Mild-Severe)

All for Children 
2 to <12 Years

C1-INH Placebo

C1-INHPlacebo C1-INH C1-INH
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