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Indications and Usage:  For use as a nitrogen-binding agent for chronic management of adult and pediatric patient’s ≥2 
years of age with urea cycle disorders (UCDs) who cannot be managed by dietary protein restriction and/or amino acid 
supplementation alone. This treatment must be used with dietary protein restriction, and in some cases dietary 
supplements (eg essential amino acids, arginine, citrulline, protein-free calorie supplements). Ravicti® is not indicated for the 
treatment of acute hyperammonemia in patients with UCDs because more rapidly acting interventions are essential to 
reduce plasma ammonia levels. Furthermore, the safety and efficacy for the treatment of N-acetylglutamate synthase 
(NAGS) deficiency have not been established. This is a pregnancy category C medication. A voluntary patient registry is 
available and information regarding this registry can be found at www.ucdregistry.com. The safety and efficacy for use in 
children under 2 years of age have not been established. PK and ammonia control were studied in 4 patients between the 
ages of 2 months and <2 years of age, but there was insufficient data to establish a safe and effective dose for this age range. 
The use in those <2 months of age is contraindicated. 
 
Drug Interactions:   Ammonia levels should be monitored closely when Ravicti® is given concomitantly with corticosteroids, 
valproic acid, or haloperidol.  
 
Dosage Forms:  Oral Liquid: 1.1g/ml of glycerol phenylbutyrate (delivers 1.02g/ml of phenylbutyrate) 
 
Recommended Dosage:  Ravicti® should be given orally with food, either directly by mouth or via nasogastric or g-tube. Only 
physicians experienced in the management of UCDs should prescribe Ravicti®. Ravicti® should be given in 3 equally divided 
doses, each rounded up to the nearest 0.5ml, with the maximum total daily dose being 17.5ml (19g). It also must be used 
with dietary protein restriction, and in some cases dietary supplements (eg essential amino acids, arginine, citrulline, 
protein-free calorie supplements). 
 
The recommended total daily dose of Ravicti® for those switching from sodium phenylbutyrate is the total daily dose of 
sodium phenylbutyrate (g) times 0.86. 
 
For those naïve to phenylbutyric acid, the recommended dosage range (based upon body surface are) is 4.5 to 
11.2ml/m2/day (5 to 12.4g/m2/day). For those with some residual enzyme activity who are not adequately controlled with 
protein restriction, it is recommended to start at 4.5ml/m2/day. 
 
The dose should be adjusted to produce a fasting plasma ammonia level that is less than ½ the upper limit of normal (ULN) 
per age. Urinary phenylacetylglutamine (U-PAGN) and plasma phenylacetate (PAA) measurements may be helpful to guiding 
Ravicti® dose adjustments. 
 
It is recommended to start dosage at the lower end of the range in those with moderate to severe hepatic impairment. As 
the safety and efficacy of Ravicti® in those with renal impairment is not known, it is recommended to closely monitor 
ammonia levels in those with impaired renal impairment. 

http://www.ucdregistry.com/
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Common Adverse Drug Reactions:    Listed % incidence for adverse drug reactions = reported % incidence for drug (Ravicti®) 
minus reported % incidence for active comparator (sodium phenylbutyrate). The most common adverse event reported with 
Ravicti® included abdominal pain (3%), diarrhea (9%), dyspepsia (0%), flatulence (12%), vomiting (3%), nausea (0%), fatigue 
(5%), ammonia increased (3%), decreased appetite (3%), dizziness (0%), and headache (5%). 
 
The major metabolite of Ravicti® is PAA, and PAA is associated with neurotoxicity. Signs/symptoms of PAA neurotoxicity 
include somnolence, fatigue, lightheadedness, headache, dysgeusia, disorientation, impaired memory, and exacerbation of 
preexisting neuropathy; these were seen at plasma PAA levels ≥500mcg/ml. If symptoms of nausea, vomiting, headache, 
somnolence, confusion, or sleepiness occur in the absence of high ammonia, the dose of Ravicti® should be reduced. 
 
Contraindications:  In those less than 2 months of age and in those with known hypersensitivity to phenylbutyrate.  
 
Manufacturer:    Hyperion Therapeutics, Inc 
 
Analysis:    Glycerol phenylbutyrate, the active ingredient of Ravicti®, is a nitrogen-binding agent. It is a triglyceride 
containing 3 molecules of phenylbutyrate (PBA). The major metabolite of PBA is PAA, which conjugates with glutamine in 
the liver and kidneys to form PAGN. PAGN is then excreted in the kidneys. 
  
The safety and efficacy of Ravicti® was assessed in a randomized, double-blind, active-control, crossover study (Study 1) that 
included patients with UCDs who had been on sodium phenylbutyrate (SPB) prior to enrollment (N=45). Patients were 
randomized to either SPB for 2 weeks or Ravicti® for 2 weeks and then each arm had a crossover period. The primary 
endpoint was the 24-hour AUC (a measure of exposure to ammonia over 24 hours) for venous ammonia on days 14 and 28. 
Results suggested that Ravicti® was non-inferior to SPB with respect to the primary outcome. The mean 24-hour AUC for 
venous ammonia was 866µmol/L-hour for Ravicti® vs 977 µmol/L-hour for SPB, and the daily max ammonia levels were 61 
µmol/L vs 71 µmol/L, respectively. The ratio of the geometric means (Ravicti®/SPB) was 0.91 (CI 0.8-1.04), and statistical 
non-inferiority was established as a geometric means of ≤1.25. 
 
Study 2 was an open-label, uncontrolled extension study (12 months) to assess monthly ammonia control and 
hyperammonemic crisis over a 12-month period. Adult subjects (N=51) had all been converted from SPB to Ravicti® except 
for 6. Mean fasting venous ammonia levels were within normal limits with long-term treatment (range of 6-30 µmol/L). 
Seven patients reported a total of 10 hyperammonemic crises. 
 
Study 3 (7 days in duration) and 4 (10 days in duration) were open-label, SPB to Ravicti® switchover studies to assess the 
safety and efficacy of Ravicti® in the pediatric population with UCDs. The 24-hour AUC for blood ammonia in study 3 (N=11, 
ages 9-17yrs) was 604 µmol/L-hour in the Ravicti® group vs 815 µmol/L-hour in the SPB group. The 24-hour AUC for blood 
ammonia in study 4 (N=11, ages 2-5 years) was 632 µmol/L-hour in the Ravicti® group vs 720 µmol/L-hour in the SPB group. 
Long-term, open-label, uncontrolled extension studies were also performed in the pediatric population. Mean fasting 
venous ammonia levels were within normal limits during long-term treatment with Ravicti®. 
 
It is recommended that Ravicti® remains non-preferred and requires prior authorization to verify diagnosis. 
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