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New Drug Fact Blast


Drug/Manufacturer: Ekterly® (sebetralstat) [KalVista Pharmaceuticals, Inc.] (ek-TURR-lee)
Dosage Formulations: 300 mg oral tablet
FDA Approval Date: July 3, 2025
FDB File Date: August 7, 2025
Prepared For: MO HealthNet	
Prepared By: Conduent Clinical Services	

Indication
Ekterly is a plasma kallikrein inhibitor indicated for the treatment of acute attacks of hereditary angioedema (HAE) in adult and pediatric patients aged 12 years and older.

Mechanism of Action
Ekterly is a competitive, reversible inhibitor of plasma kallikrein. Plasma kallikrein normally cleaves high molecular weight kininogen (HK) to release bradykinin, which increases vascular permeability through activation of bradykinin receptors and results in edema. By inhibiting kallikrein, Ekterly prevents the cleavage of HK and reduces bradykinin production, thereby treating the symptoms of an acute HAE attack. Inhibition of plasma kallikrein also disrupts the positive feedback loop of the kallikrein-kinin system, decreasing factor XIIa–mediated generation of additional kallikrein.

Dose/ Administration 
· Recommended Dosage: one dose of 600 mg (two tablets) taken orally at the earliest recognition of an HAE attack. 
· A second dose of 600 mg (two tablets) may be taken 3 hours after the first dose if response is inadequate, or if symptoms worsen or recur. 
· Maximum Recommended Dosage: 1,200 mg in a 24-hour period.
· Dose Modifications for CYP3A4 inhibitors
· Strong CYP3A4 inhibitors: Concomittant use with Ekterly should be avoided.
· Moderate CYP3A4 inhibitors: Reduce dose to 300 mg orally at the earliest recognition of an acute HAE attack. A second 300 mg dose may be administered ≥ 3 hours after the initial dose if response is inadequate or if symptoms worsen or recur.
· Weak CYP3A4 inhibitors: No dose adjustment is required.
· Dose Modifications for CYP3A4 inducers 
· Strong CYP3A4 inducers: Concomittant use with Ekterly should be avoided.
· Moderate CYP3A4 inducers: Concomittant use with Ekterly should be avoided.
· Weak CYP3A4 inducers: No dose adjustment is required.

Disease State Clinical Highlights
· Hereditary angioedema (HAE) is a rare autosomal dominant disorder caused by deficiency or dysfunction of C1 esterase inhibitor (C1-INH) due to a genetic variant in the SERPING1 gene, leading to excessive bradykinin production and recurrent, unpredictable episodes of non-pruritic, non-urticarial angioedema involving the skin, gastrointestinal tract, or upper airway. 
· There are two common forms of HAE:
· HAE due to a deficiency of C1-inhibitor 
· HAE with normal C1 levels is rare (accounts for <1% of cases)
· HAE due to a deficiency of C1-inhibitor has two common types: 
· Type I HAE- characterized by low C1-INH levels with reduced functional activity (accounts for 80-85% of cases)
· Type II HAE- normal or elevated C1-INH levels with impaired function (accounts for 15-20% of cases)
· HAE typically begins in childhood or adolescence and persists lifelong, with variability in attack frequency and severity; gastrointestinal attacks may cause severe abdominal pain, while laryngeal edema, though less common, poses the highest risk due to potential for rapid airway compromise and fatal asphyxiation.
· HAE affects an estimated 1 in 10,000 to 1 in 50,000 individuals in the United States. Symptoms often begin early in life, and the pattern, severity, and frequency of attacks differ widely among patients. Attacks can occur as often as every few days or be separated by months or years, with some patients identifying triggers such as stress, trauma, infections, hormonal changes, or medical/dental procedures.
· Treatment of hereditary angioedema involves both on-demand therapy for acute attacks and long-term prophylaxis to prevent future episodes. Ekterly is an on-demand therapy used for the acute, episodic treatment of symptomatic HAE attacks. As a rapid plasma kallikrein inhibitor, Ekterly reduces bradykinin generation at the time of the flare to help resolve swelling and associated symptoms. Even in patients receiving long-term prophylaxis, breakthrough attacks can occur, and access to effective on-demand treatment such as Ekterly remains essential.
[bookmark: _Hlk34120952]Drug Clinical Highlights
· Ekterly is the first and only oral on-demand plasma kallikrein inhibitor for acute HAE attacks, offering a convenient, needle-free option for patients aged ≥ 12 years to treat symptoms promptly at the onset of an attack.
· By rapidly inhibiting plasma kallikrein and reducing bradykinin generation, Ekterly provides a targeted, non–C1-INH acute treatment alternative for patients with unpredictable HAE attacks, including those experiencing breakthrough symptoms while on long-term prophylaxis.

Warnings and Precautions
Ekterly is metabolized by CYP3A4, and its use should be avoided with strong CYP3A4 inhibitors or inducers, while moderate inhibitors require a dose reduction to prevent excessive exposure.

Pregnancy and Lactation 
· Pregnancy: There is no available data in pregnant women to evaluate for a drug-associated risk of major birth defects, miscarriage or other adverse maternal or fetal outcomes
· Lactation: There is no data on the presence of Ekterly or its metabolites in human milk, the effects on the breastfed infant, or the effects on milk production.

Renal and Hepatic Impairment 
· Hepatic Impairment
· No dose adjustment is needed in mild hepatic impairment (Child-Pugh A). 
· In moderate impairment (Child-Pugh B), the recommended dose is 300 mg at attack onset, with a second 300 mg dose permitted after ≥ 3 hours if symptoms persist or recur. 
· Avoid in severe hepatic impairment (Child-Pugh C).
· Renal Impairment
· No clinically relevant differences in mild renal impairment (eGFR 60-89 mL/min/1.73 m2). 
· The effect of moderate and severe renal impairment (eGFR < 60 ml/min/ 1.73 m2) is unknown.

Clinical Studies 
KONFIDENT trial (NCT05259917) is a Phase 3 randomized, double-blind, placebo-controlled, three-way crossover study comparing Ekterly 600 mg and Ekterly 300 mg to placebo for the on-demand treatment of hereditary angioedema (HAE) attacks in adolescent and adult patients.
· Study Population (n = 110)
· Mean age at screening: 38 years (range: 12–69 years)
· 60% female, 40% male
· 84% White, 9% Asian, 5% race not reported, 1% Black or African American, 1% other, 6% Hispanic or Latino ethnicity
· Inclusion Criteria:
· Patients ≥ 12 years old
· Confirmed diagnosis of HAE type I or II
· Access to and ability to use standard on-demand HAE therapy
· Stable long-term prophylaxis regimen if applicable (≥ 3 months; ≥ 6 months for danazol)
· Washout: last dose of attenuated androgens (other than danazol) ≥ 28 days prior
· ≥ 2 documented HAE attacks in the prior 3 months (to establish severity and need for on-demand therapy)
· Exclusion Criteria:
· Non-HAE angioedema 
· Clinically significant poor response to prior HAE therapies 
· Use of ACE inhibitors or estrogen-containing systemic therapies
· Use of strong CYP3A4 inhibitors or inducers
· Moderate to severe hepatic impairment or clinically significant abnormal liver function
· Comorbidities that pose a safety risk
· Intervention:
· Patients were randomly assigned to 1 of 6 treatment sequences in a 3-way crossover design, in which 3 eligible HAE attacks were treated with one of the following for 25 weeks:
· 1 to 2 doses of Ekterly 300 mg (n = 87)
· 1 to 2 doses of Ekterly 600 mg (n = 93)
· 1 to 2 doses of placebo (n = 84)
· Endpoints:
· Primary Outcome: Beginning of symptom relief, defined as a rating of “a little better” on Patient Global Impression of Change (PGI-C) scale at ≥ 2 consecutive time points within 12 hours after first administration of trial agent. PGI-C is a patient-reported measure assessing overall change in condition since treatment initiation using an ordinal scale.

· United States Participants:
	Treatment Arm
	Median Time to Symptom Relief (IQR), in hours 
	p-value vs. placebo
	Attacks treated with study drug

	Sebetralstat 300mg
	1.28 (0.77 to 3.12)
	0.0007
	27

	Sebetralstat 600mg
	1.77 (1.31 to 3.89)
	0.0242
	28

	Placebo
	6.23 (2.28 to >12)
	
	23


[bookmark: _Hlk216961098]     Interquartile range (IQR) represents the range of outcomes observed in the middle 50%               of patients and provides context around the median by showing how consistent patient responses were.

· European Participants: 
	Treatment Arm
	Median Time to Symptom Relief (IQR), in hours 
	p-value vs. placebo
	Attacks treated with study drug

	Sebetralstat 300mg
	1.78 (0.98 to 9.36)
	0.0219
	44

	Sebetralstat 600mg
	1.77 (1.02 to 3.33)
	0.0071
	49

	Placebo 
	5.54 (1.32 to >12)
	
	48


· Secondary Outcome: Reduction in attack severity defined as “improved” on the Patient Global Impression of Severity (PGI-S) scale at ≥ 2 consecutive time points within 12 hours and complete attack resolution defined as rating of “none” on the PGI-S scale within 24 hours. PGI-S is a patient reported measure in which patients rate overall disease severity using an ordinal scale. 
· Secondary endpoint results were described qualitatively in manufacturer materials; however, numerical results have not been publicly released.
· Adverse Reactions: The most common adverse reaction is headache (≥ 2%). No serious adverse reactions were reported.
Price Per Unit (WAC)
· WAC: $8,360 per tablet; $16,720 per dose (two 300-mg tablets).
· Each pack contains two doses (4 tablets); total WAC of $33,440 per package

Therapeutic Alternatives
· Ekterly is the first and only oral on-demand plasma kallikrein inhibitor for treatment of acute HAE attacks, offering an oral alternative to existing injectable or intravenous options and differentiating itself by its route of administration. Kalbitor® is a subcutaneous on-demand kallikrein inhibitor and Takhzyro® is a subcutaneous monoclonal antibody used for long-term prophylaxis rather than acute treatment; both target similar pathways as Ekterly but require injection-based administration.
· Other FDA-approved agents for acute HAE attacks include Firazyr®/Sajazir™, Berinert® , and Ruconest® all of which require subcutaneous or intravascular administration. 
· For patients who remain highly symptomatic despite effective on-demand therapy, prophylactic options such as Takhzyro®, Cinryze®, and Haegarda®, which require regular injections and do not replace the need for on-demand therapy.

	
	Ekterly®
	Firazyr®/Sajazir™
	Berinert®
	Kalbitor®
	Ruconest®

	Mechanism of Action
	PKa inhibitor
	Bradykinin B2 RA
	C1-INH (plasma derived)
	PKa inhibitor
	C1-INH
(Recombinant
human)

	Route of Administration
	Oral
	Subcutaneous
	Intravenous
	Subcutaneous
	Intravenous

	Dose

	600 mg
(Two 300-mg
tablets/dose)


	30 mg/dose
	20 units/kg/dose
	30 mg
(3 doses of
10 mg each) given as 3 separate
injections at least
2 inches apart
	• Patient weight
< 84 kg: 50
units/kg/dose

• Patient weight
≥ 84 kg: 4200 units
(2 vials)/dose

	Age
	≥ 12 years
	≥ 18 years
	≥ 5 years

	≥ 12 years
	≥ 12 years

	Self-Administration
	Yes
	Yes
	Yes
	No; healthcare professionals must administer
	Yes

	Redosing Rates Reported
	13%–38% of
episodes
	7%–44% of
episodes
	8%–30% of
episodes
	6%–18% of
episodes
	2%–10% of episodes


B2 RA: B2 receptor antagonist

Prior Authorization Approval Criteria 
Initial Therapy
· Must meet all of the following: 
· Prescribed by or in consultation with an immunologist, allergist, or other specialist in the treated disease state;
· Patients aged 12 years or older; 
· Documented diagnosis of hereditary angioedema in the last year; AND
·  Medication will be used for on-demand treatment of acute HAE attacks.
· Initial approval period: 6 months 

Continuation of Therapy
· Must meet all of the following:
· Documented compliance on current therapy regimen 
· Documentation of benefit from therapy based on goals of therapy; AND
· Not used in combination with other products indicated for treatment of acute HAE attacks 
· Continuation approval period: 12 months

Denial Criteria
· Therapy will deny in presence of one of the following:
· Any approval criteria are not met; OR
· Use in pregnancy without documentation from provider

Implication to State Medicaid Program
Loss of Exclusivity Date: 5/12/2039
· Deucrictibant 
· Bradykinin B2 receptor antagonist
· Phase III trial (NCT06669754)
· Estimated completion: August 2026

· OCTA-C1-INH 
· C1 esterase inhibitor
· Phase III trial (NCT06361537)
· Estimated completion: June 2027
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