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Drug/Drug Class: Duchenne Muscular Dystrophy (DMD) Clinical Edit
First Implementation Date: February 6, 2020
Proposed Date: January 20, 2026
Prepared For: MO HealthNet	
Prepared By: MO HealthNet and Conduent	
Criteria Status: Revision of Existing Criteria

Executive Summary 
Purpose: 
Ensure appropriate utilization and control of agents for Duchenne Muscular Dystrophy (DMD) 
	
Why Issue Selected:
Duchenne muscular dystrophy (DMD) is a fatal, X-linked recessive neuromuscular disorder caused by pathogenic variants in the dystrophin gene; these variants lead to absent or insufficient functional dystrophin, a cytoskeletal protein which enables the strength, stability, and functionality of myofibers.  The absence or lack of dystrophin results in muscle degradation and scarring, leading to muscle weakness, associated motor delays, loss of ambulation, respiratory impairment, and cardiomyopathy.  DMD is the most common pediatric muscular dystrophy, with a prevalence of 1 in 3,500 to 5,000 live male births (about 400-600 boys per year in the US); rarely females who are carriers may be symptomatic.  Although the clinical course may vary, death usually occurs as a result of cardiac or respiratory compromise.

Emflaza® (deflazacort), an oxazoline derivative of prednisone, was FDA approved in February 2017, and is currently indicated to treat DMD in patients 2 years of age and older.  Emflaza is a corticosteroid that works by decreasing inflammation and reducing the activity of the immune system.  Prednisone, although it is not FDA approved for the indication, is also frequently prescribed for DMD.  Long-term steroid therapy has shown benefits in treating DMD, including loss of ambulation at a later age, preserved upper limb and respiratory function, and avoidance of scoliosis surgery. In October 2023 another corticosteroid, Agamree® (vamorolone), was approved to treat DMD in patients 2 years of age and older. Agamree is administered as an oral suspension once daily. The benefit-to-risk ratio of Emflaza or Agamree compared to prednisone is an area of ongoing research.

Exondys 51® (eteplirsen) was FDA approved in September 2016, via an accelerated pathway, for the treatment of DMD in patients who have a confirmed mutation of the DMD gene that is amenable to exon 51 skipping (approximately 13% of the DMD population).  Vyondys 53® (golodirsen), FDA approved in December 2019, and Viltepso® (viltolarsen), FDA approved in August 2020, are both indicated for the treatment of DMD in patients who have a confirmed mutation of the DMD gene that is amenable to exon 53 skipping (approximately 8% of the DMD population).  In clinical trials, it appears that Viltepso helps patients produce more dystrophin than Vyondys 53.  Amondys 45® (casimersen) was FDA approved in February 2021 for the treatment of DMD in patients who have a confirmed mutation of the DMD gene that is amenable to exon 45 skipping (approximately 8% of the DMD population).  All 4 agents are antisense oligonucleotides delivered by a once weekly IV infusion.  Although patients receiving either Exondys 51, Vyondys 53, Viltepso, or Amondys 45 had an increase in dystrophin in skeletal muscle, a clinical benefit of this increase has not been established; continued FDA approval may be contingent upon verification of a clinical benefit in a confirmatory trial.

On June 22, 2023, Elevidys was approved for the treatment of DMD in ambulatory pediatric patients aged 4 through 5 years with a confirmed pathogenic variant in the DMD gene. Elevidys is the first and only gene therapy approved for treatment of DMD. Similar to the exon-skipping therapies, this medication was granted accelerated approval by the FDA for this patient population. In July of 2025, 

On March 21, 2024, Duvyzat™ was approved to treat DMD in individuals 6 years of age and older. Duvyzat is the first histone deacetylase (HDAC) inhibitor approved to treat DMD. 

Due to high cost and specific approved indication, MO HealthNet will impose clinical criteria to ensure appropriate utilization of agents for DMD.

Program-Specific Information: Date Range FFS 10-1-2024 to 9-30-2025
	Drug
	Participants
	Claims
	Spend
	Avg Spend per Claim

	AGAMREE 40 MG/ML SUSP
	9
	62
	$688,742.28
	$11,108.75

	AMONDYS 45 100 MG/2 ML VIAL
	1
	24
	$1,623,982.35
	$67,665.93

	DEFLAZACORT 30 MG TABLET
	1
	6
	$2,651.44
	$441.91

	DEFLAZACORT 36 MG TABLET
	2
	8
	$8,691.98
	$1,086.50

	DUVYZAT 8.86 MG/ML ORAL SUSP
	13
	94
	$4,517,136.56
	$48,054.64

	EMFLAZA 22.75 MG/ML SUSP
	1
	3
	$80,897.97
	$26,965.99

	EMFLAZA 6 MG TABLET
	0
	-
	-
	-

	EMFLAZA 18 MG TABLET
	1
	11
	$101,396.46
	$9,217.86

	EMFLAZA 30 MG TABLET
	4
	34
	$598,725.36
	$17,609.57

	EMFLAZA 36 MG TABLET
	3
	27
	$356,339.13
	$13,197.75

	EXONDYS 51 100 MG/2 ML VIAL
	6
	152
	$1,075,364.90
	$7,074.77

	EXONDYS 51 500 MG/10 ML VIAL
	6
	182
	$7,419,587.61
	$40,766.96

	VILTEPSO 250 MG/5 ML
	3
	67
	$2,879,201.91
	$42,973.16

	VYONDYS 53 100 MG/2 ML VIAL
	1
	52
	$1,241,927.19
	$23,883.22

	Drug
	Participants
	Claims
	Spend
	Cost per Claim

	ELEVIDYS WEIGHT-BASED KIT
	0
	-
	-
	$3,200,000 WAC



Setting & Population 
Drug class for review: Agents for the treatment of Duchenne Muscular Dystrophy (DMD) 
Age range: All appropriate MO HealthNet participants aged 2 years and older

Approval Criteria
Initial Therapy:
· Must meet all of the following:
· Prescribed by or in consultation with a neurologist, physiatrist, or other appropriate specialist;
· Documentation of baseline clinical criteria, including all of the following: 
· Body mass index (BMI);
· Weight;
· Ambulatory status;
· Force vital capacity (FVC); 
· Glomerular filtration rate (GFR); AND
· Documented diagnosis of Duchenne Muscular Dystrophy (DMD) confirmed by one of the following:
· genetic testing for dystrophin gene deletion or duplication;
· genetic sequencing positive for pathogenic variants in DMD gene; OR
· positive muscle biopsy showing absence of dystrophin protein; AND
· Additional approval criteria for ambulatory participants – must include baseline documentation of one of the following:
· 6-minute walk test (6MWT); 
· North Star Ambulatory Assessment (NSAA); OR
· Comparable scale or assessment for ambulation.
· Additional approval criteria for non-ambulatory participants – must include baseline documentation of one of the following:
· Brooke upper extremity function scale;
· Performance of upper limb (PUL) scale; OR
· Comparable scale or assessment.
· Additional approval criteria for Emflaza and Agamree:
· Age 2 years or older; AND
· Documentation of adequate trial and therapy failure, intolerance, or significant weight gain while on prednisone at a therapeutic dose (at least 0.75 mg/kg/day or 10 mg/kg/weekend)
· Adequate trial defined as ≥ 6 months of prednisone therapy;
· Intolerance defined as Cushingoid appearance, central (truncal) obesity, diabetes and/or hypertension that is difficult to manage, or behavioral adverse effect; OR
· Significant weight gain defined as 1 standard deviation above baseline percentile rank weight for height or ≥ 10% body weight gain over a 6 month period.
· Additional approval criteria for Emflaza:
· Dosed at 0.9 mg/kg/day, rounding up to the nearest possible dose.
· Additional approval criteria for Duvyzat:
· Age 6 years and older;
· Documentation of baseline values of platelet count, triglycerides (TG), and QT interval; AND
· Must meet one of the following:
· Participant is on a stable dose of corticosteroids (CS) and will continue while on therapy; OR
· Reason why CS are not medically appropriate as per provider’s professional judgement.
· Additional approval criteria for Exondys 51, Vyondys 53, Viltepso, or Amondys 45:
· Age ≥ 4 years and ≤ 19 years; AND
· Documentation of concurrent prednisone, deflazacort, or Agamree therapy, defined as 6 months in the past 9 months.
· Additional approval criteria for Exondys 51 – must meet all of the following: 
· Genetic testing to confirm pathogenic variant of DMD gene amenable to exon 51 skipping; AND
· Dosed at 30 mg/kg once weekly.
· Additional approval criteria for Vyondys 53 – must meet all of the following:
· Genetic testing to confirm pathogenic variant of DMD gene amenable to exon 53 skipping; 
· Dosed at 30 mg/kg once weekly; AND
· Documentation of clinical reason why participant cannot take Viltepso.
· Additional approval criteria for Viltepso – must meet all of the following:
· Genetic testing to confirm pathogenic variant of DMD gene amenable to exon 53 skipping; AND
· Dosed at 80 mg/kg once weekly.
· Additional approval criteria for Amondys 45 – must meet all of the following:
· Genetic testing to confirm pathogenic variant of DMD gene amenable to exon 45 skipping; AND
· Dosed at 30 mg/kg once weekly.
· Additional approval criteria for Elevidys:
· Age ≥ 4 years and ≤ 19 9 years;
· Participant is ambulatory;
· Documentation of baseline liver function tests, including all of the following:
· Aspartate aminotransferase (AST), alanine aminotransferase (ALT), gamma-glutamyl transferase (GGT), albumin, activated partial thromboplastin time (aPTT), international normalized ratio (INR), and total bilirubin.
· Documentation of total anti-AAVrh74 antibody level < 1:400; AND
· Documentation of plan to initiate or continue corticosteroid therapy prior to Elevidys infusion and at least 60 days post infusion based on FDA approved label recommended dosing instructions. 
· Documentation of one of the following:
· Stable corticosteroid regimen, defined as ≥ 12 weeks prior to screening for Elevidys infusion and following infusion; OR 
· Reason why corticosteroids are not medically appropriate as per the provider’s professional judgement; 
· Must meet one of the following:
· Participant is ambulatory; OR
· Participant is non-ambulatory – Clinical Consultant Review required. 
· Initial approval period:
· For Elevidys: 1 time approval; OR
· For all other agents: 6 months

Continuation of Therapy:
· Must meet all of the following:
· Renewal requests must provide documentation of clinical benefit by improvement, stabilization, or less than expected decline in disease progression of motor function from baseline measures that were initially utilized, defined as one of the following: 
· For ambulatory participants – 6MWT, NSAA, or comparable scale or assessment for ambulation.
· For non-ambulatory participants – Brooke upper extremity function scale, PUL scale, or comparable scale or assessment.
· Additional continuation criteria for Emflaza or Agamree:
· Documentation that adverse events associated with prednisone therapy were resolved through treatment with Emflaza or Agamree.
· Additional continuation criteria for Duvyzat:
· Documentation of routine monitoring of platelet count, TG, and QT interval.
· Additional continuation criteria for Exondys 51, Vyondys 53, Viltepso, or Amondys 45:
· Documentation that participant retains meaningful voluntary motor function (ex: participant is able to speak, manipulate objects using upper extremities, ambulate).
Additional continuation criteria for Vyondys 53, Viltepso, or Amondys 45 – must meet all of the following:
· Documentation of monthly monitoring for proteinuria < 2+; AND
· Documentation of appropriate monitoring for renal function every three months.

Denial Criteria
· Therapy will deny with presence of the following:
· Any approval criteria are not met; OR
· Claim exceeds maximum dosing limitations for the following:
	[bookmark: _Hlk88172735]Drug Description
	Generic Equivalent
	Max Units Per Day

	AGAMREE 40 MG/ML SUSP
	VAMOROLONE
	7.5 mL per day


· Additional denial criteria for Exondys 51, Vyondys 53, Viltepso, or Amondys 45:
· Previous gene therapy for DMD at anytime.
· Additional denial criteria for Elevidys:
· Participants with any deletion in exon 8 and/or exon 9 in the DMD gene; OR
· Previous gene therapy for DMD at anytime.

[bookmark: _Hlk34120952]Disposition of Edit
Denial: Exception code “0682” (Clinical Edit)
Rule Type: CE
Default Approval Period: 6 months
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