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 Comparable Products   Preferred Drug List Status 
Clobazam     Preferred  
Levetiracetam    Preferred  
Topiramate     Preferred      
  

Pharmacology/Usage:  Ganaxolone, the active ingredient of Ztalmy®, is a neuroactive steroid gamma-
aminobutyric acid A (GABA-A) receptor positive modulator. The exact mechanism of action by which ganaxolone 
exerts its therapeutic effects for its approved indication is not known, but its anticonvulsant effects are thought to 
result from positive allosteric modulation of the GABA-A receptor in the CNS. 

Ztalmy® is a Schedule V controlled substance. Ganaxolone has potential for abuse. 

Indication:   For the treatment of seizures associated with cyclin-dependent kinase-like 5 (CDKL5) deficiency 
disorder (CDD) in patients 2 years of age and older.  

There is no pregnancy category for this medication; however, the risk summary indicates there are no available data 
on use in pregnant women to inform a drug-associated risk of adverse developmental outcomes. There is a 
pregnancy exposure registry that monitors pregnancy outcomes in women exposed to antiepileptic drugs (AEDs), 
such as Ztalmy®, during pregnancy. Encourage women who are taking Ztalmy® during pregnancy to enroll in the 
North American Antiepileptic Drug (NAAED) Pregnancy Registry by calling 1-888-233-2334 or visiting 
http://aedpregnancyregistry.org. The safety and efficacy of use in the pediatric population below 2 years of age have 
not been established. 

Dosage Form:  Oral Suspension: 50mg/ml. Cherry flavored. Shake the bottle thoroughly for at least 1 minute and 
then wait for 1 minute before measuring and administering each dose. Discard any unused suspension after 30 days 
of first opening the bottle. 

Measure and administer the prescribed dose using the oral syringe provided by the pharmacist. A household 
teaspoon or tablespoon is not an adequate measuring device and should not be used. 

Recommended Dosage:  Administer PO TID and must be taken with food. Dosage should be increased based 
on tolerability no more frequently than every 7 days. Titration increments should not exceed those shown in the 
tables below. 

The recommended titration schedule and maintenance dosage are based on body weight for patients weighing 28kg 
or less. Dosage recommendations for patients weighing 28kg or less are presented in the table below, which was 
adapted from the prescribing information.  

http://aedpregnancyregistry.org/
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Dosage if weigh ≤28kg Total Daily dosage Days 

6mg/kg TID 18mg/kg/day 1 to 7 

11mg/kg TID 33mg/kg/day 8 to 14 

16mg/kg TID 48mg/kg/day 15 to 21 

21mg/kg TID 63mg/kg/day 22 to ongoing 

Dosage recommendations for patients weighing more than 28kg are presented in the table below, which was adapted 
from the prescribing information. 

Dosage if weigh 
>28kg ml per dose Total daily dosage Days 

150mg TID 3 450mg 1 to 7 

300mg TID 6 900mg 8 to 14 

450mg TID 9 1350mg 15 to 21 

600mg TID 12 1800mg 22 to ongoing 

Decrease the dose of Ztalmy® gradually when discontinuing treatment. As with all antiepileptic drugs, abrupt 
discontinuation should be avoided, when possible, to minimize the risk of increased seizure frequency and status 
epilepticus. 

The influence of hepatic impairment on the pharmacokinetics of Ztalmy® has not been evaluated. Since ganaxolone 
undergoes clearance via the hepatic route, hepatic impairment can increase ganaxolone exposure. Monitor patients 
with impaired hepatic function for the incidence of adverse reactions. Patients with impaired hepatic function may 
require a reduced dosage of Ztalmy®. 

Drug Interactions:  The coadministration of Ztalmy® with CYP450 inducers, such as strong or moderate CYP3A4 
inducers, will decrease ganaxolone exposure, which can lower the efficacy of Ztalmy®. It is recommended to avoid 
concomitant use of strong or moderate CYP3A4 inducers with Ztalmy®. When concomitant use of strong or 
moderate CYP3A4 inducers is unavoidable, consider an increase in the dosage of Ztalmy®; however, do not exceed 
the maximum daily dosage of Ztalmy®. 

In patients on a stable Ztalmy® dosage who are initiating or increasing the dosages of enzyme-inducing antiepileptic 
drugs (e.g., carbamazepine, phenytoin, phenobarbital, and primidone), the Ztalmy® dosage may need to be increased; 
however, do not exceed the maximum daily dosage of Ztalmy®. 

Concomitant use of Ztalmy® with CNS depressants, including alcohol, may increase the risk of somnolence and 
sedation. 

Box Warning:   There is no box warning listed with this product. 

Common Adverse Drug Reactions:  Listed % incidence for adverse drug reactions= reported % incidence for drug 
(Ztalmy®) minus reported % incidence for placebo. Please note that an incidence of 0% means the incidence was the same 
as or less than placebo. The most frequently reported adverse events included somnolence (18%), pyrexia (10%), 
upper respiratory tract infection (4%), sedation (2%), salivary hypersecretion (4%), seasonal allergy (6%), bronchitis 
(4%), influenza (2%), gait disturbance (2%), and nasal congestion (2%). 

Ztalmy® can cause somnolence and sedation, which appeared early during treatment and were generally dose-
related. Other CNS depressants, including opioids, antidepressants, and alcohol, could potentiate somnolence and 
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sedation in patients receiving Ztalmy®.  Prescribers should monitor patients for somnolence and sedation, and advise 
patients not to drive or operate machinery until they have gained sufficient experience on Ztalmy® to gauge whether 
it adversely affects their ability to drive or operate machinery. 

Antiepileptic drugs (AEDs), including Ztalmy®, may increase the risk of suicidal thoughts or behavior in patients 
taking these drugs for any indication. Patients treated with an AED for any indication should be monitored for the 
emergence or worsening of depression, suicidal thoughts or behavior, or any unusual changes in mood or behavior. 

As with most AEDs, Ztalmy® should be withdrawn gradually because of the risk of increased seizure frequency and 
status epilepticus. If withdrawal is needed because of a serious adverse event, rapid discontinuation can be 
considered. 

Contraindications:   There are no contraindications listed with this product. 

Manufacturer:  Marinus Pharmaceuticals, Inc. 

Analysis:  The safety and efficacy of Ztalmy® for the treatment of seizures associated with CDD were assessed in 
a single, double-blind, randomized, placebo-controlled study that included patients 2 to 19 years of age. Patients 
included in the study had molecular confirmation of a pathogenic or likely pathogenic mutation in the CDKL5 gene, 
seizures inadequately controlled by at least 2 previous treatment regimens, and a minimum of 16 major motor 
seizures (i.e., bilateral tonic, generalized tonic-clonic, bilateral clonic, atonic, focal to bilateral tonic-clonic) per 28 
days during a retrospective 2-month period prior to screening.  

Patients were randomized to either Ztalmy® or placebo. Following a 21-day titration period, patients in the Ztalmy® 
arm weighing ≤28kg received a maintenance dosage of 21mg/kg TID (with a maximum daily dose of 1800mg) while 
patients in the Ztalmy® arm weighing more than 28kg received a maintenance dosage of 600mg TID. Ninety-six 
percent of patients were taking between 1 to 4 concomitant AEDs. The most frequently used concomitant AEDs 
(in at least 20% of patients) were valproate (42%), levetiracetam (32%), clobazam (29%), and vigabatrin (24%). 

The primary efficacy endpoint was the percentage change in the 28-day frequency of major motor seizures after a 
6-week prospective baseline phase (pre-Ztalmy®) through the 17-week double-blind phase, which included a 3 week 
titration phase. Results suggested that patients treated with Ztalmy® had a significantly greater reduction in the 28-
day frequency of major motor seizures compared to patients receiving placebo. Results are presented in the table 
below, which was adapted from the prescribing information. 

 Placebo 
(N=51) 

Ztalmy® 
(N=49) 

Prospective baseline phase median seizure 
frequency 49 54 

Median percent change from baseline 
during treatment -7 -31 

p-value compared to placebo 0.0036 

NNT calculated by CHC 5 

The proportion of patients by category of seizure response (the percentage reduction from baseline in major motor 
seizure frequency) for Ztalmy® vs placebo include: ≤0 (24% Ztalmy vs 47% placebo), >0 to ˂25 (18% vs 29%, 
respectively), ≥25 to ˂50 (33% vs 14%, respectively), ≥50 to ˂75 (14% vs 5%, respectively), and ≥75 to 100 (10% vs 
3%, respectively). 

Place in Therapy:   Ztalmy® is a neuroactive steroid GABA-A receptor positive modulator indicated for the 
treatment of seizures associated with cyclin-dependent kinase-like 5 (CDKL5) deficiency disorder (CDD) in patients 
2 years of age and older. Ztalmy® is the first and only medication FDA-approved specifically for this indication. This 
oral suspension must be taken with food. Its safety and efficacy were assessed in a double-blind, randomized, placebo-
controlled trial that included patients 2 to 19 years of age with seizures associated with CDD. The primary efficacy 
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endpoint was the percentage change in the 28-day frequency of major motor seizures, and patients receiving 
Ztalmy® had a significantly greater reduction in the 28-day frequency of major motor seizures as compared to 
patients receiving placebo.  

There is no evidence at this time to support that Ztalmy® is safer or more effective than the other currently 
preferred, more cost-effective medications. It is therefore recommended that Ztalmy® remain non-preferred and 
require prior authorization and be available to those who are unable to tolerate or who have failed on preferred 
medications.    

PDL Placement:        Preferred 
    Non-Preferred 
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