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Anticonvulsants
Utilization Management Criteria

Therapeutic

Class: Anticonvulsants
Non-Preferred Dilantin capsule, infatab, suspension (oral); Divalproex sprinkle (oral); Depakote (oral); Depakote ER
Agents: (oral); Phenytek (oral); Phenytoin EXT capsule (oral); Celontin (oral); Methsuximide (oral); Zarontin

capsule, syrup (oral); Carbamazepine suspension (oral); Tegretol 200 mg tablet; Klonopin tablet (oral);
Carbamazepine XR (oral); Carbamazepine ER (oral); Onfi tablet, suspension (oral); Vigabatrin powder
pack, tablet (oral); Lamictal tablet, dispersible tablet, ODT, dose pack (oral); Lamictal XR dose pack,
tablet (oral); Lamotrigine tablet dose pack, ODT; Lamotrigine XR tablet (oral); Felbatol suspension, tablet
(oral); Equetro (oral); Felbamate suspension, tablet (oral); Topamax tablet, sprinkle (oral); Trileptal tablets
(oral); Topiramate solution (oral); Oxcarbazepine suspension (oral); Keppra tablets, solution (oral);
Keppra XR (oral); Levetiracetam ER (oral); Clonazepam ODT (oral); Rufinamide tablet, suspension (oral);
Banzel tablet, suspension (oral); Diacomit capsule, powder pack (oral); Vimpat tablet, solution (oral);
Eslicarbazepine tablet (oral); Aptiom (oral); Lacosamide solution unit dose (oral); Fycompa tablet,
suspension (oral); Perampanel tablet (oral); Oxtellar XR (oral);Oxcarbazepine ER tablet (oral); Trokendi
(topiramate) XR capsule (oral); Qudexy (topiramate) XR capsule (oral); Topiramate ER sprinkle (oral);
Vimpat tablet dose pack (oral); Elepsia XR tablet (oral); Briviact tablet, solution (oral); Spritam (oral);
Levetiracetam (Spritam) (AG) (oral); Sympazan (oral); Xcopri tablet, titration pak (oral); Fintepla solution
(oral); Eprontia solution (oral); Zonisade suspension (oral); Motpoly XR (oral); Libervant film (buccal);
Vigafyde solution (oral); Vigadrone powder pack, tablet (oral); Vigpoder powder pack (oral); Ztalmy
(ganaxolone), Subvenite suspension, start kit (oral); Sezaby (1V)
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Preferred Agents:

Carbamazepine tab chew, IR (oral); Carbatrol ER capsule (oral); Clobazam suspension (oral), tablet;
Clonazepam IR tablet (not ODT or ER) (oral); Depakote Sprinkle capsule (not tablet) (oral); Diazepam
rectal gel system (rectal); Divalproex Sod DR Tablet (not sprinkle) (oral); Divalproex Sod ER tablet (oral);
Epidiolex solution (oral); Epitol tablet (oral); Ethosuximide capsule, solution (oral); Lacosamide tablet,
solution (not cup); Lamotrigine chew dispers tab (not ODT) (oral); Lamotrigine tablet (not ER) (oral);
Levetiracetam solution, IR tablet (not ER) (oral); Nayzilam nasal spray (nasal); Oxcarbazepine tablet
(oral); Phenobarbital elixir, solution, tablet (oral); Phenytoin chew tablet, suspension (oral); Phenytoin sod
ext 100 mg caps (not 200 mg, 300 mg) (oral); Primidone tablet (oral); Roweepra tablet (oral); Sabril 500
mg powder pack (oral); Sabril 500 mg tablet (oral); Subvenite tablet (not START KIT) (oral); Tegretol 100
mg/ 5 mL suspension (oral); Tegretol XR tablet (oral); Tiagabine tablet (oral); Topiramate sprinkle
capsule, tablet (oral); Trileptal 300 mg/ 5 mL suspension (oral); Valproic acid capsule, solution (oral);

Valtoco nasal spray (nasal); Zonisamide capsule (oral)

Implementation
Date:

1/1/2026

Prepared For:

CT Medicaid

PDL Status:

Nonpreferred Agents

Background:

A number of anticonvulsant drugs are available for the treatment of various seizure disorders; these
drugs are diverse in terms of their mechanisms of action, indicated populations, and warnings.
Barbiturates (phenobarbital and primidone) and phenytoin are older agents used for the treatment of
partial onset and tonic-clonic seizures. Partial (focal) seizures originate in one specific area of the brain
and can cause symptoms like muscle twitching, unusual sensations, or confusion. The succinimides
(ethosuximide and methsuximide) are used for absence seizures, a type of seizure that causes brief
lapses in consciousness, often appearing as staring spells.

Oral benzodiazepines are indicated for seizure disorders; however, only clonazepam, clobazam, and
diazepam buccal film are specifically discussed within this review. Additional benzodiazepine
formulations used for the acute outpatient treatment of seizures include intranasal formulations of
diazepam and midazolam. The carbamazepine derivatives (carbamazepine, eslicarbazepine, and
oxcarbazepine) and valproic acid derivatives (divalproex and valproic acid) can be used for a variety of
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seizure types; these agents have additional indications that include neuropathic pain (carbamazepine),
bipolar disorder (carbamazepine and divalproex), and migraine prophylaxis (divalproex).

Finally, there are a number of newer anticonvulsant therapies indicated for a wide variety of seizure types
and seizure disorders, including Lennox-Gastaut syndrome (LGS), Dravet syndrome, and cyclin-
dependent kinase-like 5 (CDKL5) deficiency disorder. LGS is a severe form of epilepsy that typically
begins in childhood and involves multiple seizure types, including tonic (stiffening) and atonic (drop)
seizures, often resulting in developmental delays. Dravet syndrome is another severe childhood epilepsy
that involves prolonged, often fever-triggered seizures, along with other seizure types like myoclonic and
absence seizures. CDKLS5 deficiency disorder is a rare genetic disorder that causes early-onset seizures,
is typically resistant to treatment, and is associated with severe neurodevelopmental impairment. Specific
medications for these conditions include cannabidiol, felbamate, fenfluramine, lamotrigine, rufinamide,
and topiramate for LGS; cannabidiol, fenfluramine, and stiripentol for Dravet syndrome; and ganaxolone
for CDKLS5 deficiency disorder. Among the newer agents, only topiramate and lamotrigine have additional
non-seizure indications (migraine prophylaxis and bipolar disorder, respectively).

Given the diversity in their specific indications, approved populations, and adverse events/warnings,
making meaningful comparisons between agents in this class is difficult. Head-to-head trials in seizure
disorders are generally lacking, particularly for newer drugs, and guidelines for epilepsy do not tend to
recommend specific agents over others. Most drugs have at least one formulation approved for at least
one seizure-related indication in pediatric patients; a notable exception to this is cenobamate, which is
only approved for use in adults. The majority of drugs also have at least one formulation available
generically. Some drugs have significant safety concerns associated with their use, requiring boxed
warnings and/or Risk Evaluation and Mitigation Strategies (REMS). These safety concerns include
serious dermatologic reactions and aplastic anemia with carbamazepine (boxed warning); risk of
abuse/misuse with benzodiazepines (boxed warning); hepatotoxicity, pancreatitis, and teratogenic effects
with valproic acid derivatives (boxed warnings); aplastic anemia and acute liver failure with felbamate
(boxed warning); valvular heart disease and pulmonary hypertension with fenfluramine (boxed warning
and REMS); serious dermatologic reactions with lamotrigine (boxed warning); serious psychiatric and
behavioral reactions with perampanel (boxed warning); and irreversible vision loss with vigabatrin (boxed
warning and REMS). Additionally, products containing levetiracetam or clobazam have a warning in their
labeling for drug reaction with eosinophilia and systemic symptoms (DRESS), a multiorgan
hypersensitivity reaction that can be fatal.
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Table 1. Anticonvulsant Agents

Barbiturates

Phenobarbital®
Phenobarbital (PO)*

X*

X*

Primidone
Mysoline®¢ (PO)

Hydantoins

Phenytoin#
Dilantin®é (PO)

Phenytoin#
Phenytek®S (PO)

Succinimides

Ethosuximide
Zarontin®S (PO)

Methsuximide
Celontin®¢ (PO)

Benzodiazepines

Clobazam
Onfi*s (PO)

Clobazam film
Sympazan® (PO)

Clonazepam*
Klonopin®@ (PO)

Diazepam¥
Diastat®c (PR) -

Valtoco® (IN)
Libervant™ (PO) -

X**

Midazolam
Nayzilam® (IN)

X*
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Carbamazepine Derivatives

Carbamazepine

Epitol°l (PO) - - x* x* - xE - - - - -

Tegretol®¢ (PO)
Carbamazepine XR " " c

Tegretol® XR® (PO) B B X X - ) - - - - -
Carbamazepine XR * * f_

Carbatrol°¢ (PO) B B X X - X - - - - -
Carbamazepine XR " * f_

Equetro® (PO) B B X X - X - - - - §
Eslicarbazepine "

Aptiom® (PO) ” ” X B B - - - - - -
Oxcarbazepine "

Trileptal®® (PO) B B X - - - - - - - -
Oxcarbazepine XR "

Oxtellar XR® (PO) ” - X - - - - - - - -

Valproic Acid and Derivatives

Divalproex DR

De:a kote®¢ (PO) X - Xt - B B B B B § §
Divalproex ER

Depakote ER®¢ (PO) X - Xt - B B B B B § §
Valproic acid

V: Iproic acid (PO)* X+ - X - - - - - - - N

Other Anticonvulsants

Brivaracetam "

Briviact® (PO) - - X B B B B - - - -
Cannabidiol _ _ . N a - x* X*E& - - -

Epidiolex® (PO)
Cenobamate

Xcopri® (PO) B B X - - - - - - - -
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Felbamate
Felbatol®¢ (PO)

X*##

X§

Fenfluramine
Fintepla® (PO)

Ganaxolone
Ztalmy® (PO)

Lacosamide
Vimpat®¢ (PO)

Lacosamide XR
Motpoly XR™ (PO)

Lamotrigine
Lamictal®¢ (PO)
Lamictal ODT®¢ (PO)
Subvenite®ll (PO)

Lamotrigine XR
Lamictal XR*G (PO)

Levetiracetam
Keppra®@ (PO)
Roweepra°®l (PO)
Spritam® (PO)

x*$

X*

x*$

Levetiracetam XR
Keppra XR®¢ (PO) -
Elepsia XR® (PO)

X*++

Perampanel
Fycompa® (PO)

Rufinamide
Banzel®¢ (PO)

Stiripentol
Diacomit® (PO)

Tiagabine
Gabitril°¢ (PO)
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Topiramate
Topamax®¢ (PO) - - x* x* - - X*§ - - x* -
Eprontia® (PO)

Topiramate XR
Qudexy XR*¢ (PO) - - x* x* - - x*8 - - x* -
Trokendi XR*S (PO)

Vigabatrin
Sabril®é (PO)
Vigadrone®l (PO)
Vigpoder™ (PO)

Zonisamide
Zonegran® (PO)
Zonisamide - -- x*$ -- -- -- - -- -- -- --

capsules®™ (PO)
Zonisade® (PO)

CAvailable generically.

#Only available generically.

'Branded generic product.

*Adult and pediatric indication.

'Phenobarbital is also indicated as a sedative agent.

*Phenytoin is also indicated for prevention and treatment of seizures occurring during or following neurosurgery.

SIndicated as adjunctive therapy only.

*Clonazepam is also indicated for treatment of panic disorder in adults.

£Indicated to treat neuropathic pain associated with trigeminal neuralgia.

4Oral diazepam tablets, solution, and concentrate are approved for the adjunctive treatment of seizure disorders and are addressed in another therapeutic class review.

*Divalproex/valproic acid is indicated as monotherapy and adjunctive therapy for treatment of adults and pediatric patients with complex partial seizures that occur either in isolation or in

association with other types of seizures. Also indicated for use as sole and adjunctive therapy for treatment of simple and complex absence seizures, and adjunctively in patients with multiple

seizure types that include absence seizures.

**Indicated in pediatric patients 2-5 years of age.

#Felbamate is not indicated as first-line antiepileptic treatment; it is recommended for use only in patients who respond inadequately to alternative treatments and whose epilepsy is so severe

that a substantial risk of aplastic anemia and/or liver failure is deemed acceptable in relation to benefits.

**Elepsia XR is indicated as adjunctive therapy only.

$&Cannabidiol is approved for the treatment of seizures associated with Dravet syndrome and seizures associated with tuberous sclerosis complex in patients 21 year of age.

*#Stiripentol is approved for the treatment of seizures associated with Dravet syndrome in patients 26 months of age weighing 27 kg taking clobazam.

&&&\Vigabatrin is also indicated as monotherapy for the treatment of infantile spasms in infants 1 month to 2 years of age when the potential benefit outweighs the risk of potential vision loss.

Abbreviations: CDKLS5, cyclin-dependent kinase-like 5; DR, delayed-release; ER/XR, extended-release; IN, intranasal; LGS, Lennox-Gastaut syndrome; PO, oral; PR, rectally.

X*§&&& _— _— _— _— _— _— _— _—
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All authorizations must be prescribed in accordance with FDA approved labeling. Use of samples to initiate therapy does not meet step
therapy and/or continuation of therapy prior authorization requirements. Prior therapies will be verified through pharmacy claims and/or
submitted chart notes

General Approval Criteria:

For specific formulation requests
o For brand requests when a therapeutically equivalent generic is preferred: Provider must provide a documented medical
reason the preferred generic formulation cannot be used
o For generic requests when a therapeutically equivalent brand is preferred: Provider must provide a documented medical
reason the preferred brand formulation cannot be used
o For non-preferred dosage or formulation requests: Provider must provide a documented medical reason the preferred dosage
or formulation cannot be used

Initial Therapy —One of the following must be met:

Claim is for a preferred agent OR

For Diacomit (all of the following must be met):

Prescribed by or in consultation with a neurologist or other specialist in the treated disease state
Documented diagnosis of Dravet syndrome
Patient aged 6 months and older
Documented trial and failure (defined as 30 days) of one preferred treatment for Dravet syndrome (e.g., valproic acid, clobazam,
epidiolex) OR documented contraindication and/or adverse drug event or adverse drug reaction (ADE/ADR) to therapy
Must be taken concurrently with clobazam
Therapy will deny if patient has a documented history of moderate to severe hepatic or renal impairment
The following dosage limitations apply:
o DIACOMIT 250 MG CAPSULE-12 capsules per day
o DIACOMIT 250 MG POWDER PACKETS-12 packets per day
o DIACOMIT 500 MG CAPSULE- 6 capsules per day
o DIACOMIT 500 MG POWDER PACKET- 6 packets per day
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For Fintepla :

e Prescribed by or in consultation with a neurologist or other specialist in the treated disease state AND ONE of the following:
o Documented diagnosis of Dravet syndrome AND:
o Patient is aged 2 years or older
o Documented trial and failure (defined as 30 days) of one preferred treatment for Dravet syndrome (e.g., valproic acid, clobazam,
epidiolex) OR documented contraindication and/or ADE/ADR to therapy
o Therapy will deny if patient has a documented history of monoamine oxidase inhibitor therapy in the last 45 days
o The following dosage limitations apply:
= With concomitant Diacomit: 17 mg per day
= Without concomitant Diacomit: 26 mg per day OR

¢ Documented diagnosis of Lennox Gastaut Syndrome (LGS) AND:
o Patient is aged 2 years or older
o Documented trial and failure (defined as 30 days) of one preferred anti-epileptic agent approved for LGS and/or documented
contraindication or ADE/ADR (e.g., epidiolex, generic clobazam, clonazepam, lamotrigine, topiramate)
o Therapy will deny if patient has a documented history of MAOI therapy in the last 45 days
o The following dosage limitations apply:
= With concomitant Diacomit: 17 mg per day
= Without concomitant Diacomit: 26 mg per day

For Requests to Treat Lennox-Gastaut Syndrome With Other Nonpreferred Agents (Felbatol, Banzel, Brand Onfi) (all of the following
must be met):

e Prescribed by or in consultation with a neurologist or other specialist in the treated disease state
e Documented diagnosis of Lennox- Gastaut Syndrome
o Documented trial and failure (defined as 30 days) of one preferred anti-epileptic agent approved for LGS and/or documented
contraindication or ADE/ADR (e.g., epidiolex, generic clobazam, clonazepam, lamotrigine, topiramate)
e For Felbatol:
o Baseline CBC and LFT’s (including AST and ALT) required prior to initiation of therapy
Patient does NOT have a history of any blood dyscrasias (e.g., aplastic anemia, bone marrow depression)
Patient does NOT have a history of hepatic dysfunction or active liver disease
Written acknowledgement required by physician that the risks to patient, parent or guardian was provided regarding Felbatol use
For continuation of therapy: Documentation of routine CBC and LFT monitoring as clinically determined, patient continues to have
no evidence of blood dyscrasia or hepatic dysfunction

O O O O
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e For Banzel:
o Patient aged 1 year and older
o Therapy will be denied in patients with history of Familial Short QT syndrome(FSQTS)
» Baseline ECG shows QTc>330 ms AND no personal or family history of FSQTS
e For Brand Onfi:
o Documentation of why generic clobazam cannot be utilized

Nonpreferred Rescue Agent (Libervant Film) (all of the following must be met):

e Prescribed by or in consultation with a neurologist or other specialist in the treated disease state

¢ Diagnosis of seizure disorder

o Patient aged 2- 5 years old

o Documented trial of one preferred (1 claim) rescue agent (e.g., Nayzilam, Valtoco, diazepam rectal) and/or documentation of
contraindication and/or ADE/ADR to preferred rescue agents

For Ztalmy (ganaxolone) (all of the following must be met):

e Prescribed by or in consultation with a neurologist or other specialist in the treated disease state
e Documented diagnosis of CDKLS5 deficiency disorder with documentation of genetic testing confirming presence of pathogenic or likely
pathogenic variant in the CDKL5 gene
e Patient aged 2 years or older
e Claim does not exceed maximum dosage limitations:
o For participants without severe hepatic impairment:
=  Weight<28 kg: 63 mg/kg/day;
= Weight> 28 kg: 1,800 mg/day
o For participants with severe hepatic impairment
=  Weight < 28 kg: 21 mg/kg/day
=  Weight > 28 kg: 600 mg/day

For Treatment of Bipolar Disorder:

e Requests for a nonpreferred agent to treat bipolar disorder require documentation of diagnosis of bipolar disorder with no other additional
PA criteria required
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All other nonpreferred agents in this class:

e Prescribed by or in consultation with a neurologist or other specialist in the treated disease state AND
e Documented diagnosis of seizure disorder OR

¢ Documentation of neuropathic pain OR

e Documentation of chronic migraine AND

e Documented trial and failure of one preferred agent (30 day trial)

Initial PA length: 1 year

Continuation Therapy: Documented compliance on current therapy regimen AND Documented continued clinical benefit AND

e For specific formulation requests
o For brand requests when a therapeutically equivalent generic is preferred: Provider must provide a documented medical
reason the preferred generic formulation cannot be used
o For generic requests when a therapeutically equivalent brand is preferred: Provider must provide a documented medical
reason the preferred brand formulation cannot be used
o For non-preferred dosage or formulation requests: Provider must provide a documented medical reason the preferred dosage
or formulation cannot be used

Continuation Length: 1 year
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