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New Drug Fact Blast

Drug/Manufacturer: Andembry® (garadacimab-gxii) [CSL Behring LLC] (an-DEM-bree)
Dosage Formulations: 200 mg/1.2 mL solution in a single-dose prefilled autoinjector
FDA Approval Date: June 16, 2025
FDB File Date: July 3, 2025
Prepared For: MO HealthNet	
Prepared By: Conduent Clinical Services	
Indication
Prophylaxis to prevent attacks of hereditary angioedema (HAE) in adult and pediatric patients aged 12 years and older.
Mechanism of Action
Andembry is an inhibitor of activated FXII that binds to the catalytic domain of activated Factor XII (FXIIa and βFXIIa) and inhibits its catalytic activity. FXII is the first factor activated in the contact activation pathway and initiates the inflammatory bradykinin producing kallikrein-kinin system. The inhibition of FXIIa decreases the activation of prekallikrein to kallikrein and the generation of bradykinin, which is associated with inflammation and swelling in HAE attacks, thus reducing the cascade of events leading to an HAE attack.
Dose/Administration
· Recommended Dosage: Initial loading dose of 400 mg (two consecutive 200-mg injections) administered subcutaneously followed by maintenance dosage of 200 mg once monthly. 
· Route: subcutaneous use only.
· Administration: Patients may self-administer or administered by a caregiver.
· Injection sites: Abdomen avoiding 2 inches around the navel and thigh for self-administration; upper arm is caregiver administration only. Rotate injection sites with each dose and avoid injecting into moles, scars, bruises or areas that are red, hard, or injured.
· Storage: refrigerate between 36˚F to 46˚F in its original carton box until use to protect from light. Take the autoinjector out of the refrigerator 30 minutes before use, allowing it to reach room temperature. Do not shake.
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 levels of C1 which is not as common (accounts for less than 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.
Current HAE management focuses on on-demand treatment, short-term prophylaxis, and long-term prophylaxis. On-demand therapy for all acute attacks includes icatibant, ecallantide, and plasma-derived or recombinant C1-INH; fresh frozen plasma is reserved for rare situations when these agents are not available. Short-term prophylaxis, typically before medical or dental procedures, is most often achieved with C1-INH. Options for long-term prophylaxis include lanadelumab, berotralstat, and C1-INH (SC/IV), while attenuated androgens and antifibrinolytics are used infrequently because of safety concerns or reduced efficacy.
[bookmark: _Hlk34120952]Drug Clinical Highlights
Andembry is a first-in-class monoclonal antibody that targets Factor XIIa, the initiating enzyme of the contact activation pathway. By blocking FXIIa, Andembry reduces the conversion of prekallikrein to kallikrein and subsequently limits bradykinin formation – the key mediator driving increased vascular permeability and swelling in HAE. This upstream inhibition helps interrupt the biochemical cascade that leads to angioedema attacks.
Andembry offers a mechanistically distinct prophylactic option that does not rely on C1-INH replacement or kallikrein inhibition, avoids hepatic metabolism, and provides an alternative for patients who do not respond to or tolerate existing therapy classes.

Warnings and Precautions
None listed in US prescribing information.

Pregnancy and Lactation
· Pregnancy: No human data is available to determine the drug-associated risk in pregnancy. As a monoclonal antibody, Andembry is expected to cross the placenta, with fetal exposure increasing during the third trimester.
· Lactation: It is unknown whether Andembry or its metabolites are excreted in human milk, and the potential effects on a breastfed infant or on milk production are not established.

Renal and Hepatic Impairment
Mild-Moderate renal impairment (eGFR ≥ 30 mL/min/1.73 m²)
· No dosage adjustment is recommended; no clinically significant differences were observed.
Severe renal impairment (eGFR < 30 mL/min/1.73 m²):
· Has not been studied. No dosage recommendations can be made.
Hepatic Impairment
· The effect of hepatic impairment on Andembry’s pharmacokinetics has not been studied.
· No dosage recommendations are provided in the manufacturer’s labeling.

Immunogenicity
In the VANGUARD trial, 2.6% (1/39) of patients developed anti-drug antibodies during 6 months of therapy, with no impact on pharmacokinetics, safety, or clinical response.

Clinical Studies
VANGUARD study (NCT04656418) - Phase 3 multicenter, randomized, double-blind, placebo-controlled, parallel-group study to assess the safety and efficacy of Andembry for the prophylactic treatment of HAE.
· Study Population (n= 64)
· Mean age at screening: 41 years (range: 12–69 years)
· 59% female, 41% male
· 86% White, 9% Asian, 5% Hispanic or Latino, 2% Black or African American, 2% Native Hawaiian or Pacific Islander, 2% other race
· 88% had HAE-C1-INH type I
· 33% had prior HAE prophylaxis
· Baseline HAE attack rate
· 1 to < 3 attacks: 41%
· ≥ 3 attacks: 59%
· Inclusion Criteria:
· Male or female ≥ 12 years of age
· Diagnosed with clinically confirmed HAE-C1-INH
· Experienced ≥ 2 HAE attacks during 3 months before screening (investigator confirmed)
· Exclusion Criteria:
· Concomitant diagnosis of another form of angioedema (ex: idiopathic or acquired angioedema, recurrent angioedema associated with urticarial HAE or HAE-nl-C1-INH)
· Intervention
· Patients were randomized 3:2 (Andembry: placebo) to receive one of the following every month for 6 months:
· Andembry 400 mg (initial loading dose), then 200 mg (maintenance dose), subcutaneously (n = 39)
· Matched placebo (n = 25)
· Patients were required to discontinue other prophylactic HAE medications before study entry.
· All patients were allowed to use on demand medications for HAE attacks during the study.
· Endpoints 
· Primary: Number of hereditary angioedema (HAE) attacks during treatment period of 6 months.

	
	Andembry (n=39)
	Placebo (n=25)

	Rate of Monthly HAE Attacks 
95% CI
p-value 
	0.22
(0.11,0.47)
<0.001
	2.07
(1.49,2.87)
<0.001

	Percent reduction relative to placebo (95% CI) 
	89.2 (75.6, 95.2)
	None


CI: Confidence Interval 

· Secondary: The proportion of patients achieving ≥ 50%, ≥ 70%, ≥ 90%, and 100% reductions in monthly HAE attack rate over the 6-month treatment period compared with their 2-month baseline.

	Reduction in monthly HAE attacks
	Andembry (n=39)
	Placebo (n=25)

	≥ 50% Reduction
	95%
	33%

	≥ 70% Reduction
	92%
	17%

	≥ 90% Reduction
	74%
	8%

	100% Reduction
	62%
	0%



1. Adverse Reactions: The most common adverse reactions were nasopharyngitis and abdominal pain 
(incidence > 7% and more common than placebo)

	Adverse Reactions
	Andembry (n= 39)
n (%)
	Placebo (n= 25)
n (%)

	Nasopharyngitis
	8 (21)
	3 (12)

	Abdominal Pain
	3 (8)
	0



Price Per Unit (WAC)
· Estimated WAC per unit: $57,100
· Estimated annual wholesale acquisition cost (WAC) for maintenance treatment with the Andembry autoinjector is $685,200
· WAC for the first year of therapy is $742,300 (including loading dose)
Therapeutic Alternatives
· Andembry is the first FDA-approved Factor XIIa–inhibiting monoclonal antibody for HAE prophylaxis, establishing a new class that acts at the top of the contact activation pathway differentiating it from existing options.
· Andembry is self-administered, like Takhzyro® and Haegarda®; however, Andembry does require a single loading dose before transitioning to monthly maintenance injections.
· Andembry’s key clinical advantage is its strong reduction in monthly HAE attacks, greater than reductions observed with other long-term prophylactic agents.
· Takhzyro is administered subcutaneously every 2 to 4 weeks and achieves substantial attack reduction. Haegarda and Cinryze®, C1-INH replacement therapies, remain options but require more frequent dosing and plasma derived products.
· Orladeyo®, is the only oral HAE therapy, providing a more modest reduction in monthly attack rates compared with injectable agents such as Andembry or Takhzyro.

	
	Andembry
	Orladeyo
	Takhzyro
	Haegarda
	Cinryze

	Mechanism of Action
	Factor XIIa inhibiting monoclonal antibody
	Plasma kallikrein inhibitor
	Monoclonal antibody against plasma kallikrein
	C1-INH replacement therapy
	C1-INH replacement therapy

	Route of Administration
	SC
	oral
	SC
	SC
	IV

	Mean HAE attacks/ month
	0.22
	1.31
	0.26
	0.5
	0.7

	% Reduction vs control
	-89.2%
	-44.2%
	-87%
	-87.1%
	-84.5%

	Most Common Adverse Events 
	Nasopharyngitis (21%), abdominal pain (8%)
	Abdominal pain (23%), vomiting (15%), diarrhea (15%), back pain (10%)
	Injection site reactions (56%), URI (44%), headache (33%)
	Injection site reactions (35%), hypersensitivity (7%), nasopharyngitis (19%)
	Headache (17%), rash (21%), pruritus (8%), vomiting (8%)


SC= subcutaneous, IV= intravenous, URI=upper respiratory infection

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;
· Documentation of low (< 50% of normal) C1-INH antigenic or functional level; AND
· Not used in combination with other products indicated for prophylaxis 
· Initial approval period: 6 months 

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

Denial Criteria
· Therapy will deny in presence of one of the following; 
· Any approval criteria are not met; OR
· Participant is currently pregnant 
 
Implication to State Medicaid Program
Expected LOE: 2039-2040

· Lonvoguran (NTLA-2002)
· CRISPR-Cas9 gene-editing therapy
· Phase III trial HAELO (NCT06634420)
· Estimated completion: April 2026
· ADX-324
· Small interfering RNA (siRNA) selectively silences the mRNA encoding Prekallikrein (PKK)
· Phase III trial STOP-HAE (NCT06960213)
· Estimated competition: December 31, 2026
· Navenibart (STAR-0215)
· Monoclonal antibody inhibitor of plasma kallikrein
· Phase III trial ALPHA-ORBIT (NCT06842823) 
· Estimated competition: March 2027
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