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Drug Approval 
Carbaglu [Orphan Europe] was approved by the U.S. Food and Drug Administration 
(FDA) on March 18, 2010 for the treatment of pediatric and adult patients with 
acute and chronic hyperammonemia due to the deficiency of the enzyme 
N-acetylglutamate synthase (NAGS).1,2

Mechanism of Action
Carbaglu is an enzyme replacement therapy that is structurally similar to 
N-acetylglutamate (NAG).1 
NAG activates carbamyl phosphate synthetase, the first enzyme needed for the initial 
step of the urea cycle.1,3

Background
NAGS deficiency is a type of a urea cycle disorder characterized by a deficiency of a 
urea cycle enzyme, NAGS, which results in a buildup of ammonia in the body.3,4

The urea cycle consists of enzymes which function to remove waste from the body 
via conversion of ammonia into urea.  Ammonia, produced from the breakdown of 
protein, is toxic at high levels and must be removed from the body.3,4

Patients with NAGS deficiency typically develop symptoms of hyperammonemia soon 
after birth.  Hyperammonemia can be fatal if not detected and treated promptly.2,3,4

Initial symptoms of a baby with hyperammonemia are failure to feed, poorly 
controlled body temperature, lack of energy, sleepiness, nausea and vomiting. 
In severe cases, hyperammonemia can progress to seizures, comas, and learning 
disabilities.3,4

The estimated incidence of urea cycle disorders is 1 in 30,000 births. NAGS deficiency 
is the rarest of the disorders.3

Adverse Effects
The most commonly reported adverse events were vomiting, abdominal pain, fever, 
anemia, ear infection, diarrhea, headache, and inflammation of the nose, throat and 
tonsils.1

Launch Date
Carbaglu is anticipated to launch in the second quarter 2010. 

Expected Budget Impact
CVS Caremark anticipates low market utilization of Carbaglu as it offers the first FDA-
approved therapy option for the treatment of patients with NAGS deficiency; however, 
utilization may be limited as NAGS deficiency is a very rare disorder.
CVS Caremark will continue to monitor the long-term budget effects of the 
introduction of Carbaglu into the pharmaceutical marketplace.



Comments
Carbaglu should be initiated by a physician experienced in treating such 
disorders.1 
Carbaglu is available as 200 mg tablets that are to be dissolved with at least 
2.5 mL of water and taken immediately.  Carbaglu tablets should not be 
swallowed whole or crushed.1  
Carbaglu should be given in two to four divided doses.  Doses are titrated to 
achieve normal plasma ammonia levels for age.1

The recommended initial daily dose of Carbaglu for acute hyperammonemia 
is 100 mg/kg to 250 mg/kg.  Maintenance doses are titrated based on plasma 
ammonia levels and are usually less than 100 mg/kg/day.1

Carbaglu should be refrigerated prior to opening.  Refrigeration of Carbaglu is 
not required after opening the container.1

CVS Caremark Initial Recommendation
CVS Caremark recognizes the unique needs of plan participants with NAGS 
deficiency.
Carbaglu will be available through the CVS Caremark Specialty Pharmacy 
Services Network.
Please contact your CVS Caremark clinical account team for more information 
regarding clinical programs in development.

CVS Caremark Contact
For more information, call your CVS Caremark account representative or 
CaremarkConnect® toll-free at 1-800-237-2767.
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