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INSTRUCTIONS FOR USE 
The following Coverage Policy applies to health benefit plans administered by Cigna Companies. Certain Cigna Companies and/or lines of 
business only provide utilization review services to clients and do not make coverage determinations. References to standard benefit plan 
language and coverage determinations do not apply to those clients. Coverage Policies are intended to provide guidance in interpreting 
certain standard benefit plans administered by Cigna Companies. Please note, the terms of a customer’s particular benefit plan document 
[Group Service Agreement, Evidence of Coverage, Certificate of Coverage, Summary Plan Description (SPD) or similar plan document] may 
differ significantly from the standard benefit plans upon which these Coverage Policies are based. For example, a customer’s benefit plan 
document may contain a specific exclusion related to a topic addressed in a Coverage Policy. In the event of a conflict, a customer’s benefit 
plan document always supersedes the information in the Coverage Policies. In the absence of a controlling federal or state coverage 
mandate, benefits are ultimately determined by the terms of the applicable benefit plan document. Coverage determinations in each specific 
instance require consideration of 1) the terms of the applicable benefit plan document in effect on the date of service; 2) any applicable 
laws/regulations; 3) any relevant collateral source materials including Coverage Policies and; 4) the specific facts of the particular situation. 
Coverage Policies relate exclusively to the administration of health benefit plans. Coverage Policies are not recommendations for treatment 
and should never be used as treatment guidelines. In certain markets, delegated vendor guidelines may be used to support medical 
necessity and other coverage determinations. 

Overview 
 
This policy supports medical necessity review for ganaxolone oral suspension (Ztalmy®).  
   
Receipt of sample product does not satisfy any criteria requirements for coverage. 
 
Medical Necessity Criteria 
 
Ganaxolone (Ztalmy) is considered medically necessary when the following are met:  
 

1. Seizures Associated with Cyclin-Dependent Kinase-Like 5 (CDKL5) Deficiency Disorder.  
Individual meets ALL of the following criteria (A, B, C, and, D):  

A. 2 years of age or older 
B. Molecularly confirmed pathogenic or likely pathogenic variant of the CDKL5 gene 
C. Documented inadequate response to, or is concomitantly receiving, TWO other antiepileptic 

drugs  
D. The medication is prescribed by, or in consultation with, a neurologist 

https://static.cigna.com/assets/chcp/pdf/coveragePolicies/pharmacy/ph_1201_coveragepositioncriteria_quantity_limits.pdf
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When coverage is available and medically necessary, the dosage, frequency, duration of therapy, and site of 
care should be reasonable, clinically appropriate, and supported by evidence-based literature and adjusted 
based upon severity, alternative available treatments, and previous response to therapy. 
 
Reauthorization Criteria 
 
Ganaxolone (Ztalmy) is considered medically necessary for continued use when initial criteria are met AND there 
is documentation of beneficial response (for example, reduced seizure severity, frequency, and/or duration). 
 
Authorization Duration 
 
Initial approval duration:  up to 12 months  
Reauthorization approval duration:  up to 12 months  
 
Conditions Not Covered  
 
Any other use is considered experimental, investigational or unproven. 
 
Background 
 
OVERVIEW 
Ztalmy, a neuroactive steroid gamma-aminobutyric acid (GABA) A receptor positive modulator, is indicated for 
the treatment of seizures associated with cyclin-dependent kinase-like 5 (CDKL5) deficiency disorder (CDD) in 
patients ≥ 2 years of age.1 
 
Disease Overview 
CDD is a rare, X-linked developmental epileptic encephalopathy caused by mutations in the CDKL5 gene.2,3  
This disorder can manifest in a broad range of clinical symptoms, including early-onset (< 3 months of age in 
90% of patients [median of 5 weeks]), hypotonia, intractable epilepsy, and neurodevelopmental delay impacting 
cognitive, motor, speech, and visual function.  Both cognitive impairment and refractory epilepsy in individuals 
with CDD are particularly severe; less than 50% of patients have reported a period of seizure freedom > 2 
months, with only 12% of patients experiencing seizure freedom for > 12 months.  The CDKL5 gene provides 
instructions for making proteins that are essential for normal brain and neuron development.  The CDKL5 protein 
acts as a kinase, an enzyme that changes the activity of other proteins by adding a phosphate group at specific 
positions; however, it has not yet been determined which proteins are targeted by the CDKL5 protein.  Many 
cases of CDD have been identified in boys, but because of the location of the gene on the X chromosome, CDD 
primarily affects girls.  Ztalmy is the first antiepileptic drug that is FDA-approved for use in CDD and has been 
prospectively studied. 
 
Clinical Efficacy 
The efficacy of Ztalmy in patients with molecularly confirmed CDD was evaluated in one pivotal trial called the 
Marigold Study (n = 101).4 Eligible patients were 2 to 21 years of age and had a molecularly confirmed CDKL5 
variant that was considered pathogenic or likely to be pathogenic.  Patients could remain on a regimen of up to 
four concomitant antiepileptic drugs during the trial.  During the 17-week double-blind phase, the median 28-day 
major motor seizure frequency was 45.0 in the Ztalmy arm vs. 55.5 in the placebo arm.  Compared with the 6-
week baseline period, the median percentage change in 28-day major motor seizure frequency was statistically 
significantly improved (reduced) in the Ztalmy arm vs. the placebo arm (-30.7% vs. -6.9%, respectively; P = 
0.0036). 
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