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Drug/Drug Class: Urea Cycle Disorder Agents PDL Edit
First Implementation Date: January 11, 2024
Proposed Date: October 20, 2026
Prepared For: MO HealthNet	
Prepared By: MO HealthNet and Conduent	
Criteria Status: Revision of Existing Criteria

Executive Summary 
Purpose: 
The MO HealthNet Pharmacy Program will implement a state-specific preferred drug list.  
	
Why Issue Selected:
The urea cycle is a metabolic pathway that is ultimately responsible for converting nitrogen to urea for excretion from the body. Any defect in this complex pathway is considered a Urea Cycle Disorder (UCD). Defects in this cycle can cause a buildup of ammonia in the bloodstream, which can be extremely toxic to the central nervous system. Untreated hyperammonemia can cause coma, permanent brain damage, and possibly death. UCDs are estimated to affect approximately 1 in 35,000 livebirths.

There are multiple types of UCDs, all of which involve deficiencies of one of the six specific enzymes or two transporters normally present in the urea cycle. One of these enzymes, N-acetylglutamate synthase (NAGS), catalyzes the formation of N-acetylglutamate (NAG), an activator of carbamyl phosphate synthetase 1 (CPS1), the first enzyme of the urea cycle. Carglumic acid is an analog of N-acetyl glutamate and is indicated for the treatment of acute hyperammonemia due to N-acetylglutamate synthase (NAGS) deficiency, propionic acidemia (PA), or methylmalonic acidemia (MMA), as well as for the treatment of chronic hyperammonemia due to NAGS deficiency. Glycerol phenylbutyrate (Ravicti) and sodium phenylbutyrate are nitrogen scavengers that lower the amount of nitrogen changed into ammonia. Both these agents are used in the chronic management of UCDs and are not indicated for the treatment of acute hyperammonemia. Sodium phenylbutyrate is the only agent available in multiple formulations: tablets, powder (Buphenyl), oral pellets (Pheburane), and oral granules for reconstitution (Olpruva). In February 2026, Loargys was FDA approved for the treatment of hyperargininemia in adults and pediatric patients 2 years of age and older in conjunction with dietary protein restriction.

Total program savings for the PDL classes will be regularly reviewed.

Preferred Agents:
· Carbaglu
· Glycerol phenylbutyrate
· Pheburane
· Sodium phenylbutrate

Non-Preferred Agents:
· Buphenyl
· Carglumic acid 
· Loargys
· Olpruva
· Ravicti

Setting & Population 
Drug class for review: Urea Cycle Disorder Agents
Age range: All appropriate MO HealthNet participants

Approval Criteria
· Approval criteria for Carglumic acid and Carbaglu:
· Must meet all of the following:
· Documented diagnosis of NAGS deficiency; AND
· Must meet one of the following:
· Claim is for a preferred agent;
· Documented compliance on current therapy regimen; OR
· Documented reason of medical necessity why preferred carglumic acid product cannot be utilized.
· Failure to achieve desired therapeutic outcomes with trial on 1 preferred carglumic acid agent.
· Approval criteria for Buphenyl, Olpruva, Pheburane, Ravicti, or sodium phenylbutyrate:
· Must meet all of the following:
· Documented diagnosis of a urea cycle disorder confirmed by enzymatic, biochemical, or genetic testing; 
· Documentation of trial and failure of dietary protein restriction and/or amino acid supplementation; AND
· Must meet one of the following:
· Claim is for a preferred agent;
· Documented compliance on current therapy regimen; OR
· Failure to achieve desired therapeutic outcomes with trial on Pheburane.
· Approval criteria for Loargys:
· Initial approval – must meet all of the following:
· Documented diagnosis of Arginase 1 Deficiency (ARG1-D), confirmed by one of the following:
· Biochemical evidence of the disease with persistently elevated pArg levels ≥ 250 µmol/L;
· Genetically confirmed pathogenic variants in ARG1; OR 
· Diminished erythrocyte ARG1 activity; AND
· Participant is aged ≥ 2 years.
· Initial Approval Period: 6 months
· Continuation of therapy – must meet all of the following:
· Documented compliance to current therapy; AND
· Meaningful reduction or sustained control of pArg levels relative to baseline (levels between 40-115 micromol/L).
· Continuation of the therapy approval: 1 year

Denial Criteria
· [bookmark: _Hlk47597237][bookmark: _Hlk34745611]Therapy will deny with presence of one of the following:
· Any approval criteria are not met; OR
· Claim is for Buphenyl, Olpruva, Pheburane, Ravicti, or sodium phenylbutrate and presence of any of the following:
· Medication is being used for the treatment of acute hyperammonemia.

[bookmark: _Hlk34120952]Disposition of Edit
Denial: Exception Code “0160” (Preferred Drug List)
Rule Type: PDL
Default Approval Period: 1 year
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