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 Comparable Products   Preferred Drug List Status 
 Haegarda               Preferred with Conditions 
 Takhzyro     Preferred with Conditions   
   

Pharmacology/Usage:   Berotralstat, the active ingredient of Orladeyo®, is a plasma kallikrein inhibitor that binds to 
plasma kallikrein and inhibits its proteolytic activity. Plasma kallikrein is a protease that cleaves high molecular 
weight kininogen (HMWK) to generate cleaved HMWK (cHMWK) and bradykinin, a potent vasodilator that increases 
vascular permeability resulting in swelling and pain associated with hereditary angioedema (HAE). In patients with 
HAE due to C1-inhibitor (C1-INH) deficiency or dysfunction, normal regulation of plasma kallikrein activity is not 
present, which leads to uncontrolled increases in plasma kallikrein activity and results in angioedema attacks. 
Berotralstat decreases plasma kallikrein activity to control excess bradykinin generation in patients with HAE.  

Indication:  For prophylaxis to prevent attacks of hereditary angioedema (HAE) in adults and pediatric patients 12 
years of age and older. The safety and efficacy of Orladeyo® for the treatment of acute HAE attacks have not been 
established. Orladeyo® should not be used for treatment of acute HAE attacks. Additional doses or doses of 
Orladeyo® higher than 150mg once daily are not recommended due to the potential for QT prolongation.    

There is no pregnancy category for this medication; however, the risk summary indicates that there are not sufficient 
data in pregnant women available to inform drug-related risks with use in pregnancy. The safety and efficacy of use 
in the pediatric population less than 12 years of age have not been established. 

Dosage Form:  Capsules: 110mg, 150mg    

Recommended Dosage:  Take 150mg PO QD with food. Gastrointestinal (GI) reactions may occur. If GI events 
persist, a reduced dose of 100mg QD with food may be considered.  

Dosage adjustments are not required with renal impairment; however, use has not been studied in patients with 
end-stage renal disease or patients requiring hemodialysis. Thus, use is not recommended in this population. Dose 
adjustments are not required with mild hepatic impairment. However, dose reductions are recommended with 
moderate to severe hepatic impairment (110mg QD with food). 

Drug Interactions:  Orladeyo® is a P-gp and BCRP substrate. A dose of 110mg Orladeyo® is recommended for 
patients with chronic administration of P-gp or BCRP inhibitors (e.g. cyclosporine).  
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Berotralstat is a substrate of P-gp and BCRP. P-gp inducers (e.g. rifampin, St. John’s wort) may decrease berotralstat 
plasma levels, leading to reduced efficacy of Orladeyo®. The use of P-gp inducers is not recommended with 
Orladeyo®. 

Orladeyo® at a dose of 150mg is a moderate inhibitor of CYP2D6 and CYP3A4. For concomitant medications with a 
narrow therapeutic index that are mainly metabolized by CYP2D6 (e.g. thioridazine, pimozide) or CYP3A4 (e.g. 
cyclosporine, fentanyl), appropriate monitoring and dose titration is recommended. 

Orladeyo® at a dose of 300mg is a P-gp inhibitor. Appropriate monitoring and dose titration is recommended for P-
gp substrates (e.g. digoxin) when co-administering with Orladeyo®. 

Box Warning:  There is no box warning listed with this product. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Orladeyo®) minus reported % incidence for placebo. Please note that an incidence of 0% means the incidence was 
the same as or less than placebo. The most frequently reported adverse events included abdominal pain (6%), 
vomiting (9%), diarrhea (12%), back pain (3%), and gastroesophageal reflux disease (7%). Note that the term 
abdominal pain includes abdominal pain, abdominal discomfort, abdominal pain upper, and abdominal tenderness. 
Note that the term diarrhea includes diarrhea and frequent bowel movements. Other less common adverse 
reactions reported in one trial included headache (4%), fatigue (3%), and flatulence (3%). 

Orladeyo® should not be used for treatment of acute attacks of HAE. Additional doses of Orladeyo® higher than 
150mg QD are not recommended. An increase in QT was observed at dosages higher than the recommended 150mg 
OD dosage and was concentration dependent.  

Contraindications:  There are no contraindications listed with this product. 

Manufacturer:  BioCryst Pharmaceuticals, Inc 

Analysis:   The efficacy of Orladeyo® for the prevention of angioedema attacks in patients 12 years of age and older 
with Type 1 or II HAE (N=120) was assessed in Part 1 of a multicenter, randomized, double-blind, placebo-controlled, 
parallel-group study (Study 1). The study included adult and adolescent patients who experienced at least 2 
investigator-confirmed attacks within the first 8 weeks of the run-in period and took at least one dose of study 
treatment. Patients were randomized into 1 of 3 parallel treatment arms, stratified by baseline attack rate, in a 1:1:1 
ratio (berotralstat 110mg, berotralstat 150mg, or placebo PO QD with food) for the 24-week treatment period (part 
1). Patients discontinued other prophylactic HAE medications prior to entering the study; however, all patients were 
allowed to use rescue medications for treatment of breakthrough HAE attacks. 

A history of laryngeal angioedema attacks was reported in 74% of patients and 75% reported prior use of long-term 
prophylaxis. The median attack rate during the prospective run-in period (baseline attack rate) was 2.9/month. In 
addition, 70% enrolled had a baseline attack rate of ≥2 attacks/month. 

Results suggested that Orladeyo® 150mg and 110mg produced statistically significant reductions in the rate of HAE 
attacks compared to placebo for the primary endpoint. The percent reductions in HAE attack rate were greater with 
Orladeyo® 150mg and 110mg relative to placebo regardless of attack rate during the run-in period. Results can be 
seen in the table below, which was adapted from the prescribing information. 

Outcome 

Orladeyo® 
Placebo 

110mg QD 150mg QD 

N=41 N=40 N=40 

HAE attack rate, rate per 28 days 1.65 1.31 2.35 

% Rate Reduction relative to placebo 30% 44.2%  



Prepared By:  IME           Date: 02/19/2021 

Property of IME and may not be reproduced without permission 

 
  3  

Outcome 

Orladeyo® 
Placebo 

110mg QD 150mg QD 

N=41 N=40 N=40 

p-value 0.024 ˂0.001  

Reductions in attack rates were noted in the first month of treatment with Orladeyo® 150mg and 110mg and were 
sustained through 24 weeks. 

Pre-defined exploratory endpoints included the proportion of responders to study drug, defined as at least a 50% 
relative reduction in HAE attacks during treatment compared with the baseline attack rate; 58% of patients receiving 
150mg Orladeyo® and 51% of patients receiving 110mg Orladeyo® had a ≥50% reduction in their HAE attack rates 
compared to baseline versus 25% of placebo patients. 

In post-hoc analyses, 50% of patients receiving 150mg Orladeyo® and 27% of patients receiving 110mg Orladeyo® 
had a ≥70% reduction in their HAE attack rates compared to baseline versus 15% of placebo patients, respectively. 
In addition, 23% of patients receiving 150mg Orladeyo® and 10% of patients receiving 110mg Orladeyo® had a ≥90% 
reduction in their HAE attack rates compared to baseline versus 8% of placebo patients, respectively. The rate of 
attacks rated as moderate or severe was reduced by 40% and 10% in patients receiving 150mg Orladeyo® and 110mg 
Orladeyo®, respectively, versus placebo. 

Place in Therapy:  Orladeyo® is indicated for prophylaxis to prevent attacks of hereditary angioedema (HAE) in adults 
and pediatric patients 12 years of age and older. The safety and effectiveness of Orladeyo® for the treatment of 
acute HAE attacks have not been established. Orladeyo® should not be used for treatment of acute HAE attacks. 
Additional doses or doses of Orladeyo higher than 150mg QD are not recommended due to the potential for QT 
prolongation. In double-blind, placebo-controlled trials, Orladeyo® 150mg and 110mg produced statistically 
significant reductions in the rate of HAE attacks as compared with placebo. Orladeyo® is the first and only oral dosage 
formulation created to prevent HAE attacks. 

Orladeyo® is an effective and relatively cost-effective medication. It is therefore recommended that Orladeyo® be 
added to the Preferred Drug List as preferred with conditions to confirm the appropriate diagnosis and clinical 
parameters for use. 

 

PDL Placement:        Preferred with Conditions 
    Non-Preferred 
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